ABSTRACTS OF WORLD MEDICINE 


VoL. 4 No. 6 


DECEMBER, 1948 


Hygiene and Public Health 


.1942. Combined Active and Passive Immunization 


Against Diphtheria 

A. W. Downie, A. T. GLENNY, H. J. PArisu, E. T. C. 
SPOONER, R. L. VoLLUM, and G. S. WiLson. Journal of 
Hygiene [J. Hyg., Camb.) 46, 34-41, March, 1948. 
2 refs. 


In 1941, Downie ef al. (Brit. med. J., 1941, 2, 717) 
recorded trials of combined active and passive immuniza- 
tion against diphtheria in about 300 university students. 
The original doses of APT employed were 0-1 and 0-3 ml. 
with a 4-week interval. At the time of the first injection 
of APT a dose of 400 to 500 units of antitoxin was 
injected into the opposite arm. These groups were 
studied side by side with groups receiving active im- 
munization only. It was concluded that the combined 
technique as compared with simple active immunization 
led to some delay, and a slight inhibition, in the formation 
of antitoxin by the individual. The final degree of 
immunity did not, however, fall far short of that resulting 
from active immunization alone (a Schick-conversion 
rate of 90-9 as against 98°). 

The present paper gives an account of a further series of 
experiments to show the effect of: (1) increasing the 
dose of APT from 0-1 and 0-3 ml. to 0-3 and 0-3 to 
0-5 ml.; (2) reducing the interval between the doses from 
4 weeks to 2 weeks; (3) increasing the dose of anti- 
toxin from 500 to 5,000 units. The subjects under 
test were medical students who had neither had diph- 
theria nor immunization against the disease. All were 
bled and Schick-tested before acceptance; only Schick- 
reactors and those with less than 1/1000 unit of anti- 
toxin per ml. blood serum were retained for further 
observation. The accepted students were, without 
selection, divided into two groups. The first group 
received only active immunization with two doses of 
APT and the second group APT together with a dose of 
antitoxin injected into the opposite arm at the time of 
giving the first dose of APT. Four weeks after the first 
dose the APT blood was again taken from all the sub- 
jects and the second dose of APT was given. Four weeks 
later there was a third bleeding, and 6 to 8 or 10 to 
14 weeks after the second APT injection a final bleeding 
and Schick test were carried out. 

The increased dose of APT appeared to be of little or 
no benefit to the actively immunized group, but the 
group receiving the combined immunization responded 
in a highly suggestive, if not statistically significant, 
manner. Reducing the interval between the doses of 
APT from 4 to 2 weeks definitely lowered the antitoxin 
tesponse of both groups. When the dose of antitoxin 


was increased from 500 to 5,000 units there was a greater 
inhibition of antitoxin in the group receiving the larger 
dose. Even so, with a Schick conversion rate of 97:1% 
for combined immunization with 500 units of antitoxin 
the figure for those receiving 5,000 units was no less than 
81:5% 12 weeks after the second dose of APT. The 
authors suggest that in practice the inhibitory effect of 
the 500 units of antitoxin might be reduced. by further 
increasing both doses of APT to 0-5 ml. and at the same 
time lengthening the interval between the injections to 
6 weeks. [This is an important contribution and these 
carefully controlled field-observations have yielded results 
very much in line with those originally obtained in the 
laboratory. The “ blanketing ” effect of large doses of 
antitoxin and the advantage of the wide spacing of APT 
injections are well demonstrated.] H. J. Bensted 


1943. Immunization of Adults Against Diphtheria. With 
Particular Reference to Dosage and Reactions. [In 
English] 

I. SCHEIBEL, S. TULINIUS, G. RASCH, K. BoJLEN, and C. B. 
PETERSEN. Acta Pathologica et Microbiologica Scan- 
dinavica [Acta path. microbiol. scand.] 25, 319-350, 1948. 
3 figs., bibliography. 


In Denmark before the war the ratio of adults to 
children suffering from diphtheria was 1:3. In 1942 
a change began and the ratio of adult to child cases in 
1942 was 1 : 1-3, in 1943 1-8 : 1, in 1944 2-6: 1, and in 
1945 2:8: 1. It was only after the occupation of the 
country by German troops that gravis infections ac- 
counted for a considerable proportion of all cases. . In 


_ 1945 the total diphtheria fatality rate was 10-9%, and 


in children under 15 years 17%. In 1941 the immuniza- 
tion campaign was intensified and the authors estimate 
that 90% of children between the ages of 1 and 15 years 
and 35 to 40% of adults have been immunized; they 
believe that the change in the morbidity ratio is closely 
connected with immunization. 

The effects of immunization in adults have not been 
studied so fully as in children, and the present investiga- 
tion was undertaken to find a method which would 
reduce the reactions and limit the number of doses. The 
authors tried to find out whether: (1) the small-dose 
method would stimulate the production of sufficient 
antitoxin; (2) the number of injections could be reduced; 
(3) the dosage could be halved; and (4) the frequency 
and severity of the complications decreased with the 
dosage employed. A survey of the distribution of natural 
antitoxin in 682 persons, 65 of whom had previously 
had diphtheria, was undertaken. Of those who had had 
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diphtheria, 61-:2% aged from 15 to 29 years did not have 
measurable quantities of natural antitoxin in their 
serum; for those aged from 30 to 49 years the correspond- 
ing figure was 40-2%. Immunity was no greater among 
those who had had diphtheria than among others. Im- 
munization tests were carried out with the same batch of 
alum-precipitated toxoid containing 25 Lf units per ml., 
the dosage being as follows: 


Dosage Interval 
1 2x1 mi. | 4 weeks 
2 x0°5 ml. | 4 weeks 
3. | 402ml. | 1 week, 3 weeks, and | week 
4 | 3x0-2 ml. 2 weeks 
5 2 x0-2 mi. | 4 weeks 


The effects of these procedures were measured by 
antitoxin titrations and the analysis of the results is 
presented in detail. It was found that after a single 
injection the antitoxin production depended to some 
extent on the size of the dose, but although the mean 
antitoxic value was increased there was no increase in 
the number of individuals who became immune, as 
judged by a serum titre of 0-01 unit per ml. Two doses 
of 0-2 ml. given at a week’s interval conferred the same 
degree of immunity as 1 dose of 1 ml. Two doses of 
0-2 ml. at a fortnight’s interval conferred greater im- 
munity than did the same doses at a week’s interval, but 
there was no demonstrable difference when the interval 
was increased from 2 to 4 weeks. When the results were 
examined after more injections had been given, there 
appeared to be no dependence of the antibody production 
on the antigen doses employed. Further, the antitoxin 
titres 1 year after immunization were independent of the 
methods employed. 

Reactions were influenced by the presence of natural 
antitoxin, a history of diphtheria, and the dose of pro- 
phylactic and age, but not by sex. The authors suggest 
that in immunizing adults one of two methods should be 
employed; either 2 doses of 0-5 ml. with an interval of 
4 weeks should be followed a year later by another 0-5 ml. 
or 3 doses of 0-2 ml. at fortnightly intervals followed a 
year later by 0-2 ml. J. Smith 


1944. Immunization of Adults with Diphtheria Toxoid. 
Ill. Highly Purified Toxoid as an Immunizing Agent 

A. M. PAPPENHEIMER and H. S. LAWRENCE. American 
Journal of Hygiene |Amer. J. Hyg.) 47, 241-246, March, 
1948. 1 fig., 13 refs. 


Among individuals with a positive Schick reaction only 
a small number were sensitive to a highly purified diph- 
theria toxoid, whilst all the Schick-positive group 
reacted to a greater or less extent to the P fraction. The 
authors therefore recommend the use of purified toxoid 
for immunization of most Schick-positive adults. As 
about 30% of the Schick-negative individuals had allergic 
reactions to the toxoid, diluted to the usual strength for 
Schick testing, the administration of undiluted toxoid 
would produce undesirable general reactions in adults, 
unless preliminary tests were made. In their investiga- 
tions, the authors found that adults immunized with 
3 doses of purified toxoid at 3-week intervals showed no 


general reaction. The local reactions were not severe, 

In allergic individuals there is a marked anamnestic 

response to the injection of very small doses of toxoid. 
Franz Heimann 


1945. Influenza B. Study of a Localized Outbreak 
Preceding the 1945 Epidemic Om 

COMMISSION ON ACUTE RESPIRATORY DISEASES. American 
Journal of Hygiene (Amer. J. Hyg.| 47, 297-303, May, 
1948. 1 fig., 29 refs. 


A localized outbreak of influenza B at the army post 
of Fort Bragg, North Carolina, 2 months before the 
onset of the 1945 epidemic is reported. A battery made 
up of 230 recruits was studied from July to October, 
and serological examinations were made before and after 
the outbreak in the first and sixteenth weeks of training, 
a fourfold increase in titre of antibody being taken as 
evidence of the presence of influenza; the serological 
methods of examination and their evaluation are 
described. FFourfold, or greater, increases in titre to 
influenza virus B were found predominantly after febrile 
respiratory illness, but their occurrence in an approxi- 
mately equal number of the individuals who had no such 
history induced the authors to classify such cases as 
“‘inapparent”’ influenza. The study showed that 
individuals with lower initial antibody titres were gener- 
ally the ones who developed febrile respiratory affections 
with the largest increases in titre. F. T. H. Wood 


1946. Entamoeba histolytica in Wild Rats Caught in 
London 

R. A. NEAL. Journal of Hygiene {[J. Hyg., Camb.} 46, 
90-93, March, 1948. 3 figs., 11 refs. 


Seven out of 11 wild rats from a particular source in 
London were found to harbour amoebae possessing all 
the characters of Entamoeba histolytica. The amoebae 
were restricted to the caecum of the rats but macro- 
scopical lesions were not apparent in the caecal walls. 
The vegetative forms were typical except that ingested 
red blood cells were not seen. Only occasional 
uninucleate and binucleate cysts were found and con- 
centration methods failed to reveal mature forms. Cul- 
tures from the wild rats were successfully transferred to 
series of young laboratory-bred rats by the intracaecal 
route, and the caecal wall was attacked with varying 
degrees of severity. Amoebae were readily demon- 
strated in sections of the ulcers, and smears from the 
ulcers showed typical vegetative forms containing red 
blood cells. 

The inhabitants of the house in which the rats were 
caught were Cypriots, some of whom had recently 
arrived from Cyprus. Two of these individuals were 
found to be passing abundant cysts of E. histolytica in 
their faeces. Four “ clean” rats, comparable in weight 
to those naturally infected, were inoculated orally with 
cysts from these carriers and in 2 the response was 
similar to that in the original wild rats. The caecum 
contained vegetative forms of E. histolytica, but no lesion 
of the caecal wall was visible. Numbers of rats from 
other sources were examined but no amoebic infection 
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was found. There appear to be reasonable grounds for 
associating the original natural infection of the 7 rats 
with the 2 human carriers. The place of rats in the 
epidemiology of human amoebiasis deserves full 
consideration. H. J. Bensted 


1947. Thyroid Enlargement and Other Changes Related 
to the Mineral Content of Drinking Water (with a note on 
Goitre Prophylaxis) 

M. M. Murray, J. A. Ryce, B. W. Simpson, and D. C. 
Witson. Medical Research Council Memorandum, 
No. 18, 1-39, 1948. 1 fig., bibliography. 


The Board of Education’s 1924 clinical survey of 
thyroid enlargement suggested that physiological goitre 
differed from endemic goitre only in stage or degree. 
In the present survey physical measurement of the gland 
was found to be inadvisable. Accordingly a system of 
inspection and bimanual palpation of the gland was 
devised which is described in considerable detail. The 
subject is examined in good daylight while seated on a 
swivel stool. The thyroid gland of the child or adolescent 
is assessed and placed in one of the following four groups: 
(a) invisible at rest; (5) visible but soft, smooth, and 
symmetrical; (c) visible +, without asymmetry, firm- 
ness, or nodular change (Rossetti neck); (d) with patho- 
logical degrees of firmness, asymmetry, or nodular 
change. In five English and two Scottish counties 
4,000 school children were surveyed. Most of the 
children seen fell into Group (a) and few into Group (d). 
Adolescent hyperplasia was seen mainly in Groups (b) 
and (c). Most of the Group (5) glands became less 
visible or invisible after puberty and so were regarded as 
normal; some of the Group (c) glands, however, seemed 
to persist for a time and this type was therefore deemed 
to be outside physiological limits. Enlargement of the 
gland in early childhood or persistence of the visible 
gland after the age of 18 years was thought to indicate 
that the gland might develop abnormally in response to 
iodine lack and undergo changes which would be more 
than purely physiological or transitory. 

A comparative survey was made of school children in 
four areas: (1) with a soft water of low iodine content 
(1-1 jg. per litre) in North Devon; (2) with a hard 
water of low iodine content (2 jg. per litre) in North 
Oxon; (3) with a hard water of high iodine content 
(10-1 xg. per litre) in Berkshire; (4) with a soft water of 
very high iodine content (50-2 jg. per litre) in Essex. 
The results are fully tabulated. They show in the areas 
of low iodine content a high mean incidence of thyroid 
enlargement with a low ratio of females to males; in 
many other areas there was a low “ residual ”’ incidence 
of thyroid enlargement with female predominance. 
lodine contents of 3 xg. or above per litre are usually 
associated with low goitre incidence; a clear-cut inverse 
relation is, however, not always observed and it seems 
that the hardness of water and other factors must also 
play a part which is not yet clearly understood. If one 
may postulate for the United Kingdom a “ non-goitrous ” 
iodine content of water, the lowest figures may-be 5 pg. 
per litre for hard waters and 3 yg. per litre for soft 
waters. Samples of drinking water were taken for 


analysis from 81 places in England and Wales and from 
64 Scottish towns. Forty English and 61 Scottish samples 
contained less than 3 yg. of iodine per litre. Goitre 
incidence, however, in Scotland was less than expected, 
but this might be due to the general softness of Scottish 
waters. The distribution of goitre in relation to geo-* 
logical formation was also studied with interesting results. 
It was thought that certain fossil forms in the soil might 
acccount for the high iodine content of some local water 
supplies. The relation of iodine intake and absorption 
to calcium and fluorine is also discussed. 

Daily requirements of iodine are assumed to be 100 jug. 
for adults and 150 yg. for growing children, adolescents, 
or pregnant women. Thus the chief source of this iodine 
cannot be the water supply, even though this latter may 
appear to determine the local incidence of thyroid en- 
largement. There is much evidence that sea fish is 
important in protecting against goitre; indeed, sea fish 
and foods derived therefrom are the only common 
articles of diet which are rich in iodine. Goitre seems to 
be more common in those rural areas where sea fish is 
scarce or dear; considerations of cost also seem to have 
excluded fresh fish from many school meal menus, even 
though it is a popular item. Three examples are quoted 
to illustrate the possible importance of a genetic factor in 
the endemic goitre problem. An innate liability seems to 
exist in some persons, whereas others may have a high 
natural resistance to the action of adverse factors. The 
quantity of iodine consumed and the duration of any 
iodine deficiency are clearly of importance to both types 
of person. 

Other effects of iodine deficiency investigated include : 
(1) Cretinism. Records were obtained of cretins in four 
counties. Two families each having two cretins were 
investigated and both were found to contain in addition 
females with goitres. (2) Deaf-mutism. Incidence of 
this condition is relatively high where endemic goitre 
prevails. Some deaf-mutes have large thyroids while 
others, not themselves goitrous, have relatives thus 
affected. 

The use of salt containing | part of potassium iodide per 
100,000 parts of sodium chloride should be convenient 
and effective as a prophylactic against goitre in Great 
Britain. An average daily salt intake of 10 g. per head 
should thus yield 0-1 mg. of iodide or 76 yg. of iodine. 
No ill effects are to be expected and the extra retail cost 
will be not more than fourpence per head annually. 
Vitamin A and D tablets issued for the use of expectant 
mothers have since 1947 been fortified by adding enough 
potassium iodide to provide 100 jg. of iodine in each 
tablet. One tablet is an average daily vitamin supple- 
ment. D. Livingstone 


1948. Principles of Standardization of an Artificial 
** Micro-climate”. HOpMMpoBaHHA mMpo- 
H3BORCTBEHHOrO 

G. K. SHAKHBAZYAN and N. K. Vitte. Turnena u 
Canutapua [Gigiena] No. 3, 22-29, 1948. 4 figs. 


The ideal climatic conditions vary with the work being 
done. Thus the heat balance was maintained during 
light work with an external temperature of 25° C., 
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but for heavy work 10° C was ideal, and for extremely 
heavy work the freezing point was most suitable. It is 
pointed out that a “‘ climate ’’ undergoes variations under 
many headings, and that physical output decreases with 
rising temperature, at least above a certain point. Cor- 
responding with the rise in temperature is an increase in 
pulse rate and greater fatigue with lesser efficiency of the 
heart. [The article is a review of factors already well 
known.] G. C. Pether 


1949. Bacterial Contamination of the Air in Living 
Quarters with Various Densities of Population. (Baxrte- 
PHasIbHOe 3arpASHEHHE BOSMyXa B NOMELUICHHAX 
C passIM4HOH NMOTHOCThIO 3acesIeHHA) 

F. S. Epstein and E. G. SALAMANDRA. —— 
xu Canutapua [Gigiena] No. 3, 14-22, 1948. 3 figs. 


Experiments were made to determine the aerial content 
of streptococci and the variations occurring with increase 
and decrease of living space per person, the season of 
the year, and other factors. When each person occu- 
pied from 2-5 to 3-6 sq. metres 468 colonies were counted 
on a medium, whereas when living space increased to 
from 10 to 18 sq. metres the number of culture colonies 
fell to 86. Two seasonal rises were observed, one in 
about April and the other in about October. These 
would coincide in Russia with a fairly rapid change in 
temperature and living conditions. When accommoda- 
tion had improved, so that each person had his own 
room, there was a fairly sudden fall in the colony counts. 
It is thought that the figures obtained justify further work 
on the value of aerosols, particularly since the bacterial 
counts rose considerably when any illness of the nose and 
throat or respiratory tract affected the persons under 
observation. G. C. Pether 


1950. Further Work on Forecasting Smallpox Epidemics 
in India and British Tropical Countries Based on Previous 
Climatic Data 

L. Rocers. Journal of Hygiene [J. Hyg., Camb.] 46, 
19-33, March, 1948. 5 figs., 12 refs. 


The author recorded in 1926 a study of smallpox data 
for 60 years in India in relation to climate, pointing to the 
strong restraining influence on the spread of the disease 
exercised by the high absolute humidity caused by 
the annual high south-west monsoon. Subsequent re- 
searches have been more detailed and have been extended 
to other colonial medical reports: these are described in 
the present paper. The epidemics of smallpox in 
India during 50 years were examined and only 5 instances 
were discovered where low monsoon rain and humidity 
were not followed by increases of smallpox to epidemic 
levels; even in these cases there was a material rise in 
smallpox. The possibility of this relationship holding 
good in other tropical countries with well-marked dry 
and wet seasons was studied: in Jamaica there was the 
same association of high rainfall and absolute humidity 
with the annual decline of smallpox and vice versa, and 
on the other hand also there was no such close relation- 
ship with either the relative humidity or the mean 
temperature. Uganda, with no definite dry and wet 
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seasons, has likewise no annual decline in smallpox 
incidence to alow minimum. Nyasaland, in the southerp 
hemisphere, was seen to have the seasonal increase of 
smallpox completely reversed, absolute humidity being 
low in the dry cold months: a rise in the smallpox 
incidence followed. Bacteriological confirmation of 
these findings is forthcoming in the work of Downie and 
Dumbell (Lancet, 1947, 1, 550) on the longer survival 
of variola virus in dry exudates kept in the dark at room 
temperature, conditions exactly opposite to those which 
hinder the spread of infection in India. The author 
suggests that other airborne diseases in countries with 
suitable climatic conditions are worthy of study on 
similar lines. F. T. H. Wood 


INDUSTRIAL MEDICINE 


1951. Brucellosis in Industry 
C. F. JoRDAN. Industrial Medicine [Industr. Med.) 11, 
176-180, May, 1948. 


The incidence of Brucella infections in all the 48 States 
of the U.S.A. has been analysed. The number of 
reported cases for the years 1930-9 averaged 1:99 per 
100,000 of population; between 1940 and 1946 this 
figure rose to 3-11.. North Carolina, the only state 
attempting to eradicate brucellosis from dairy herds, had 
figures of 0-4 and 0-3 respectively. Vermont and Iowa 
had rates over five times the average. The infection was 
studied particularly in Iowa and here the rate more than 
doubled in 1947; in 25% of the reported cases there was 
no direct contact with farm animals, and the sex incidence 
was equal. In the remainder there had been contact, 
and 88% of this group were men; three-quarters of them 
were between 20 and 49 years old. Of 2,031 patients 
reported in 1940-7 from Iowa, 95% were either farm 
workers or meat packing house employees, but if the 
estimated population at risk in the various occupations 
is taken into account, the risk for veterinary surgeons 
is twice that for packing house employees, over 9 times 
that for farm hands, and 70 times that for town dwellers 
in general. Farm hands probably become infected 
through the skin when handling struggling animals. 
Active and latent Brucella infection has been found in 
earlier surveys to be present in 18-2% of meat packers. 
The criterion was an agglutination titre of 1 in 40 or 
higher. Pigs’ blood had a positive titre of 1 in 80 or 
higher in 3% of the animals tested. In the packing houses 
most of the men affected with brucellosis were on the 
killing floors or engaged in meat trimming. Br. abortus 
accounted for 30% of the infections in Iowa between 
1927 and 1947; 58% were due to Br. suis, and 11% to 
Br. melitensis. The latter seems to be caught from pigs, 
not goats. Blood cultures are recommended when 
industrial workers develop fevers; serological tests are 
next in importance, but skin tests may be confusing. 
The preventive measures suggested include regular sero- 
logical tests to detect early or subclinical cases, rubber 
gloves for those who handle viscera, care of minor 
injuries, cleansing of packing premises, and control of 
brucellosis in animals. J. N. Agate 
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1952. The Effect of the Use of Calcined Alumina in China 
Biscuit Placing on the Health of the Workmen. A Field 
Study in a Group of Pottery Workers in North Staffordshire 
A. MEIKLEJOHN and W. W. Jones. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.) 30, 160-165, 
May, 1948. 8 refs. 


Until 1925 fine-powdered flint was used for “* placing ” 
china ware for the purpose of biscuit firing. Since then 
calcined alumina (corundum) has been gradually sub- 
stituted for the flint, and its use is now established 
throughout the industry in England. Potters’ rot or 
potters’ asthma was very common among china biscuit 
placers, and under the British silicosis scheme men using 
flint were (after 1931) required to be medically examined 
every 18 months. When alumina was substituted the 
examinations were discontinued. In the present inquiry 
52 ehina-biscuit placers who had previously been 
examined by the Silicosis Medical Board were re- 
examined. All of them had been exposed for a consider- 
able time to flint, followed by exposure to alumina for 
2 to 16 years. The workmen were convinced that 
alumina produced a dustier atmosphere than flint, but it 
did not, like flint, irritate the nose and throat, or induce a 
feeling of stuffiness on the chest, and the men no longer 
feared the effects of the dust. They appeared much 
healthier than the old-time flint placers, though com- 
plaints of cough, expectoration, and dyspnoea were as 
frequent as before. An x-ray examination indicated 
that in 6 of the men there was definite progression of the 
disease, this being no better than would have been 
expected if the men had continued to work with flint. 
However, no evidence was obtained that the alumina 
was responsible for the adverse effect, and this con- 
clusion was supported by the opinion of the Medical 
Board. In 1937 they examined 50 men employed in the 
manufacture of aluminium from alumina and concluded 
that “ there is no evidence of pneumoconiosis or of any 
other pulmonary disease arising from the considerable 
dust risk (alumina) to which these men have been 
exposed’. In 1946 44 of these workmen were alive 
and well and still at their jobs; the remaining 6 men had 
died from causes unrelated to pulmonary disease. 

H. M. Vernon 


1953. Hair Loss in Neoprene Manufacture 

W. L. Ritter and A. S. Carter. Journal of Industrial 
Hygiene and Toxicology {J. industr. Hyg.| 30, 192-195, 
May, 1948. 2 refs. 


Loss of hair has been noticed among employees 
engaged in manufacturing one of the synthetic rubbers, 
and the authors have attempted to isolate the substances 
responsible for the loss. Synthetic rubbers are products 
obtained by the polymerization of certain unsaturated 
compounds. Neoprene is the generic name of the class 
of elastomers produced by the polymerization of 2- 
chlorobutadiene (H,C=CCI—CH=CH,). This sub- 
stance—a colourless liquid—is formed from acetylene 
and hydrochloric acid by a series of reactions. Because 
of the hazardous nature of the reactions they are carried 
out in a closed system. Chlorobutadiene is polymerized 
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after initiation by means of typical catalysts of the persalt 
type, a sulphur-containing compound of the thiuram 
type being added. The polymeric chlorobutadiene 
emulsion is then coagulated by freezing on the surface of 
a brine-chilled drum. 

When commercial polymerization of chlorobutadiene 
was undertaken in an aqueous emulsion some of the 
employees began to lose their hair after a few weeks or 
months. The loss of hair could be much reduced by 
frequent and complete change of the air of the working 
environment. The hair loss was predominantly on the 
scalp, and hair always grew again when the employees 
were transferred to other occupations. Microscopical 
examination of the hair showed that it came out at the 
root, a bulb being present at one end of each hair shaft, 
but there was no evidence of change in the shaft itself. 
A composite product containing various cyclic and short- 
chain polymers of chlorobutadiene was prepared; when 


‘two drops of this was placed on the back of a mouse or 


guinea-pig the area covered by the solution became 
completely denuded of hair in 4 to 10 days. In about 
3 weeks hair was again visible over the denuded area, and 
in 6 weeks it had completely regrown. H.M. Vernon 


1954. Results of Influenza Vaccination in Industry 
During the 1947 Epidemic 

A. M. Baetser. Industrial Medicine [Industr. Med.] 
17, 171-175, May, 1948. 7 refs. 


An influenza A and B vaccine was given in certain 
factories during the winter of 1946-7. The expected 
epidemic in 1947 yielded a low incidence of cases, and 
these were mild. The responsible virus was influenza A, 
but the strains were antigenically different from those in 
the vaccine. Thirteen industrial companies scattered 
widely throughout the United States were able to supply 
records for the comparison of vaccinated and non- 
vaccinated groups. A warning is given of the difficulty 
of verifying a diagnosis of influenza, and of the bias 
caused by the fact that those who know that they are 
susceptible more readily accept voluntary vaccination. 
It is also difficult to choose groups similar in age and 
sex distribution. In these 13 companies about 37,000. 
people were vaccinated and 40,000 not vaccinated. In 
7 of them there was no real difference between the 
incidence of influenza in the vaccinated and in the con- 
trols. A lower rate in the vaccinated group was reported 
by 6 companies, but for various reasons this was not 
thought to be due to the vaccine. Immediate reactions 
to the vaccine were reported, but the percentage of 
employees who lost time was very small. The author 
suggests that the results are inconclusive because the 
sickness records provided were inadequate, the epidemic 
was mild, and there were antigenic differences between 
the epidemic virus and the viruses of the vaccine. Similar 
results to these had been reported from a university group 
and from establishments of the U.S. Army. They do 
not necessarily mean that influenza vaccination will be - 
of no value in future epidemics. J. N. Agate 


For Industrial Toxicology, see Section Pharmacology, 
Abstracts 2025-32. 
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1955. Innervation of the Smallest Blood Vessels 
F. A. NELEMANS. American Journal of Anatomy [Amer. 
J. Anat.) 83, 43-66, July, 1948. 14 figs., 21 refs. 


The innervation of small blood vessels in the tongue 
of the living frog was studied by an intravenous methylene 
blue technique. The frog was pithed, the tongue 
stretched out under saline and 0-2 to 0-5 ml. of a methy- 
lene blue solution (1% methylene blue, 5 ml., 10% sodium 
pyruvate, | ml., 10% sodium tartrate, 1 ml., 0-6% saline, 
3 ml.) was injected slowly into the vena dorsalis pedis. 
The fine nerve fibres in the tongue became visible within 
5 to 10 minutes. In some cases good results also were 
obtained, even in the absence of an active circulation, by 
injecting about 10 ml. of the solution under pressure into 
frogs anaesthetized with chloral hydrate. 

Non-myelinated nerve fibres were constantly seen 
along arteriolar-venular (a—v) bridges. Usually at least 
two fibres with frequent anastomoses were seen. These 
were continuous with the nerve plexus around the 
arteriolar system but as a rule most fibres originated 
from separate long non-myelinated nerve strands from 
the peripheral branches of the hypoglossal and glosso- 
pharyngeal nerves. These strands formed a network of 
wide mesh, and nucleated broadenings appeared fairly 
regularly at points of branching. These plasmodial 
strands and the fibres along arterioles, a—v bridges, 
and venules formed an apparently syncytial plexus 
between the smaller branches of the peripheral nerves 
on one side and the nerve plexus around the larger 
blood vessels on the other. Asa rule no nerve fibres were 
found around true capillaries, but occasionally fine 
beaded’ fibres from the nerve plexus around the a—v 
bridge ran for a short distance along capillaries which 
originated from the latter. Owing to the difficulty in 
identifying true capillaries it could not be stated with 
absolute certainty that the latter were never supplied by 
nerves, but such a nerve supply if it occurs must be 
relatively rare. 

In an attempt to study the origin of the plasmodial 
network the main nerves of the tongue were severed. 
Degeneration of the nerve trunks was not accompanied 
by degeneration in the network. Even after many weeks 
no obvious degeneration was found. It thus appeared 
that the network did not actually arise from the peri- 
pheral nerves. So far as could be seen cervical sym- 
pathectomy did not result in degeneration of the network. 
Combined sympathectomy and section of peripheral 
nerves was followed after 20 days by increased difficulty 
in staining, but no gross degenerative changes were seen. 
No peripheral ganglion cells were found in serial sections 
of the tongue and it is suggested that the plasmodial 
network is itself composed of small nerve cells. [No 
definite proof appears to exist that the plasmodial net- 
work is in fact composed of nervous tissue.] 

R. Barer 
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1956. The Chemical Histology of the Human Placenta 
and Decidua with Reference to Mucopolysaccharides, 
Glycogen, Lipids, and Acid Phosphatase 

G. B. WisLocki and E. W. Dempsey. American Journal 
of Anatomy [Amer. J. Anat.] 83, 1-41, July, 1948. 25 
figs., 39 refs. 


The histochemical reactions of the placenta and 
decidua were studied on material from 9 human uteri ob- 
tained by hysterectomy between the eighth and sixteenth 
weeks of pregnancy. Metachromasia was investigated, 
material being fixed in 4% basic lead acetate and stained 
with 0-5°% aqueous toluidin blue. The trophoblast 
showed faint and inconstant metachromasia, which 
disappeared after treatment with ribonuclease, and was 
therefore attributed to the presence of ribonucleoprotein. 
The metachromasia in Wharton’s jelly, the coats of the 
umbilical vessels, the stroma of the placental surface, 
and the wails of the larger placental vessels was intense 
and constant, and uninfluenced by ribonuclease. It was 
thought to be due to mucopolysaccharides. Meta- 
chromasia was also observed in the ghosts of degenerated 
placental villi and in the basement membrane at the 
line of junction of the stroma of the villi with the cyto- 
trophoblast. This was also unaffected by ribonuclease. 
In the wall of the uterus, metachromasia was found in 
the matrix and some cells of the decidua, in the uterine 
secretion, and in the walls of the endometrial spiral 
arteries. With the exception of the decidual cells, meta- 
chromasia in these sites was only a little affected by 
ribonuclease. 

The Bauer technique was used to demonstrate glycogen 
and some mucopolysaccharides. The former could be 
removed by digestion in saliva. Glycogen was found in 
the cytotrophoblast, in the mesenchyme cells of the 
umbilical cord, and in the stroma cells of the placental 
villi, as well as in smooth muscle cells. It was very 
abundant in the epithelial lining of the endometrial 
glands and in many decidual cells. Bauer-positive 
saliva-insoluble material was found in the secretion of the 
endometrial glands. The McManus periodic acid 
method was used to stain collagenous reticulum, fibrin 
and fibrinoid, glycogen, and mucus. The secretion of 
the endometrial glands stained intensely by this method. 
The cytoplasm of the glandular epithelium was also 
stained. The distribution of lipids was studied by means 
of Sudan black staining, and also by the polarising 
microscope. Birefringent sudanophil droplets were 
found in the placental syncytium, but not in the cytotro- 
phoblast. Non-birefringent lipids were found in the 
epithelium of the uterine glands and in the decidual 
cells. Acid glycerophosphatase was demonstrated by 
incubating sections with sodium glycerophosphate. 
The enzyme was found in the syncytium, but was scanty 
in the cytotrophoblast. The epithelium of the uterine 
glands was intensely stained by this method. R. Barer 
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Physiology and Biochemistry 


1957. Observations of Arterial Oxygen Content in 
Children during Inhalation of Air and 100 per cent Oxygen 
S. N. PRESTON and N. K. Orpway. American Journal 
of Physiology [Amer. J. Physiol.] 152, 696-702, March, 
1948. 17 refs. 


The authors obtained blood samples by femoral 
puncture from normal children and compared the 
oxygen tensions after inhalation of air and 100% oxygen, 
estimating the tensions by a modified Roughton- 
Scholander technique. The average arterial saturation 
with the subject at rest and breathing air was 93:1% 
(limits 91-5 and 95-3%); the average amount of oxygen 
in physical solution during inhalation of the pure gas was 
109%, or 55% of the calculated value. A comparable 
discrepancy exists in figures obtained during air inhala- 
tion, and the authors discuss the significance of the 
difference. Alex. Comfort 


1958. Ovarian Response in the Albino Rat to Injected 
Colloidal Substances 

R. N. American Journal of Anatomy (Amer. 
J. Anat.| 83, 109-141, July, 1948. 12 figs., 35 refs. 


Into 42 albino rats 5 to 7 months old acid colloids 
were repeatedly injected and the ovarian responses 
observed. The substances used were: (1) ‘* Erie black ” 
(“chlorazol black E”’, a sulphonated acid-azo com- 
pound) and (2) colloidal mercuric sulphide. Daily 
intraperitoneal injections of 1 ml. of a 1% solution were 
given at first until toxic symptoms appeared; the dose 
was then halved. The animals were killed after periods 
of | to 7 weeks. 

Vaginal smears from animals undergoing injection 
indicated some disorder of the oestrus cycle, arrest in 
di-oestrus being very common. This effect was believed 
to be systemic, and not due to a direct action on the 
ovaries. Colloid-filled phagocytes were found at several 
sites in the ovaries: (1) Most of the ovarian capsule was 
unaffected but localized masses of phagocytes tended to 
collect in some regions, from which most of the connective 
tissue fibres disappeared, leaving only a few reticular 
fibres. These cells were believed to arise from resting 
histiocytes normally present in the tunica albuginea. 
(2) Scattered phagocytes containing colloid and lipid 
inclusions were found in the ovarian stroma. (3) Col- 
lections of phagocytes were found in three main regions 
in relation to the corpus luteum: (a) in the core where 
they usually contained lipid inclusions and only a little 
colloid; (b) at the periphery of the regressing corpus 
luteum, where they were numerous and contained both 
lipid and colloid; (c) within the meshes of the stroma, 
closely related to the walls of blood vessels, from which 
they may arise. (4) A few phagocytes were found in the 
stroma of the interstitial gland. The latter was often 
very prominent in injected animals. R. Barer 


CIRCULATORY SYSTEM 


1959. Effect of Sympathectomy on Blood Flow in the 
Human Limb 

I. D. Stemy, K. HARpPUDER, and J. Byer. American 
Journal of Physiology [Amer. J. Physiol.| 152, 499-504, 
March, 1948. 15 refs. 


A comparison was made, by the use of plethysmo- 
graphic methods of recording, of the blood flow in the foot 
(predominantly skin) and calf (predominantly muscle) 
in human patients, before and after sympathectomy of 
the lower limbs for peripheral vascular disease. The 
results show that, whereas the blood flow through skin 
was increased by sympathectomy, that through muscle 
was relatively unchanged. Exercise, local heating, and 
arterial occlusion and release were effective stimuli 
in increasing blood flow through sympathectomized 
muscles, suggesting that vasodilators of metabolic origin, 
and not the innervation, are important factors in the 
blood supply of muscles. The results indicate that 
sympathectomy is of value clinically for increasing the 
blood flow through skin, but not through muscle. 

R. A. Gregory 


1960. Application of the Radioactive Red Cell Method 
for Determination of Blood Volume in Humans 

G. R. MENEELY, E. B. WELLS, and P.F. HAHN. American 
Journal of Physiology |Amer. J. Physiol.] 148, 531-537, 
March 1, 1947. 13 refs. 


Human blood volume determinations were made 
simultaneously by the method in which erythrocytes are 
labelled with radioactive iron and by the use of Evans 
blue dye on 28 patients. The total blood volume deter- 
mined by the former technique gave a figure which is 
about 81% of that obtained by the dye method. The 
possible causes of this discrepancy are discussed. 

E. F. McCarthy 


1961. Plasma Protein Fractions 
R. A. Kekwick and N. Martin. Proceedings of the 
Royal Society of Medicine [Proc. R. Soc. Med.| 41, 217- 
224, April, 1948. 1 fig., 24 refs. 


The scale on which the protein constitution of bio- 
logical fluids as determined by the Tiselius electrophoresis 
method is performed is only applicable for research 
processes. Usually proteins are separated by employing 
concentrated salt solutions (2 to 3 molar) followed by 
dialysis, a procedure which renders the maintenance of 
asepsis difficult. More recently volatile bacteriostatic 
solvents, methanol, ethanol, acetone, dioxane, or ether, 
at 0° to 10° C., with subsequent freeze drying in vacuo 
have been used. The electrophoretic pattern of human 
plasma is remarkably constant showing seven compon- 
ents : «, and a, globulins, 8, and f, globulins, y globulin, 
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albumin, and fibrinogen, but this constancy does not 
necessarily imply chemical or physiological homogeneity. 
With 40% ethanol at —5° C., Cohn has obtained practi- 
cally pure human serum albumin. Fibrinogen-thrombin 
solutions, fibrin films, y globulin, and 25% albumin 
solution have all been used clinically. 

Although the phenomenon of the migration of particles 
in a medium under the influence of a constant current 
has been known for more than a century, it was not until 
1930, when Tiselius introduced his technical refinements, 
that this method could be applied to the study of proteins. 
Ionic constitution, the concentration of the buffer 
solutions, and the total protein concentration affect the 
electrophoretic analysis. At pH 8-0 the protein mosaic in 
the normal subject has 5 main groups, the albumins, « 
globulins, 8 globulins, y globulin, and fibrinogen. The 
pattern is not markedly affected by sex or age except that 
the foetus and newborn appear to have an excess of y 
globulin. These patterns are complexes of protein with 
lipins and carbohydrates, nor do they correspond with 
salting out techniques. The changes in the electro- 
phoretic pattern in disease are usually not a characteristic 
of the disease process but of the host’s reaction to that 
process. In nephrosis « and f globulins form the major 
part of the circulating protein. In the early stages of 
simple uncomplicated infective hepatitis albumin is 
decreased and y globulin relatively increased; with 
recovery the picture reverts to the normal although the 
total amount of circulating albumin may not be regained. 
The electrophoretic analysis of a proved case of Boeck’s 
sarcoidosis and two cases of myelomatosis are shown; 
in the latter condition either one of two electrophoretic 
patterns may be obtained, one with predominance of 
B globulins, the other of y globulins. Bilirubin may be 
attached to more than one protein fraction. 

Cc. C. N. Vass 


1962. Serum Ac-globulin: Formation from Plasma 
Ac-globulin; Role in Blood Coagulation; Partial Puri- 
fication; Properties; and Quantitative Determination 

A. G. Ware and W. H. SeeGers. American Journal of 
Physiology [Amer. J. Physiol.) 152, 567-576, March, 
1948. 3 figs., 29 refs. 


A study was made of the substances in plasma and 
serum which accelerate the interaction of prothrombin, 
thromboplastin, and calcium ions. They are both 
globulins, that in serum being the more potent. Plasma 
Ac-globulin was found to be an inert protein or a pro- 
enzyme; it was changed to serum Ac-globulin by throm- 
bin. This reaction, and the presence and properties of 
Ac-globulins, explains the “ latent period ”’ preceding the 
production of thrombin in the clotting process. After a 
small amount of thrombin is produced, further formation 
results from autocatalysis, serum Ac-globulin (more 
active) being formed from plasma Ac-globulin by the 
thrombin already formed. Large quantities of thrombin 
were found to destroy Ac-globulin activity. Partially 
purified serum Ac-globulin was obtained by addition to 
purified plasma Ac-globulin of a small amount of 
thrombin. The chemical properties of the two com- 
pounds were apparently identical. Serum Ac-globulin 


was very stable in bovine serum. The function of Ac. 
globulin in the blood-clotting mechanism is summarized 
by the equations: 
Catt 
Prothrombin-+ thromboplastin ——-—> thrombin 


thrombin 
Plasma Ac-globulin —————> serum Ac-globulin. 


Catt 
Prothrombin-+ thromboplastin 


—> thrombin. 


serum 
Ac-globulin 
Fibrinogen fibrin. 
thrombin 


R. A. Gregory 


1963. Studies of Fluorocardiography in Normal Subjects 
F. G. FLEIsScHNER, F. J. ROMANO, and A. A. Lutsaba, 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 67, 535-539, 
April, 1948. 3 figs., 16 refs. 


Fluorocardiography (electrokymography) is a newly 
developed procedure for recording on a continuous film 
the pulsations of various areas of the cardiovascular 
silhouette and the opacity changes of the lung fields on 
x-ray examination. Simultaneous phonocardiographic 
records are taken, which permit exact timing of the 
fluoroscopic pulsations. This paper is a further contri- 
bution to the study of fluorocardiography in normal 
subjects. Records of tracings of the ascending aorta, 
pulmonary veins, and pulmonary parenchyma are 
presented and their significance is discussed. The trac- 
ing of pulsations in the pulmonary parenchyma is 
comparable to a plethysmogram and is influenced by 
both arterial and venous changes in the blood content of 
the lung. From the tracings the velocity and duration 
of pulmonary arterial waves have been measured; the 
speed of the pulse in the lesser circulation has been found 
to be roughly one-third of the speed of pulse waves in the 
greater circuit. This is due toa lower pulmonary pressure 
and greater extensibility of the pulmonary vessels. 
[Those interested in fluorocardiography should become 
acquainted with previous work by the same authors on 
the subject and the appended references will be useful.] 

A. I. Suchett-Kaye 


1964. Influence of Hypotension on Coronary Blood Flow, 
Cardiac Work and Cardiac Efficiency 

J. E. Eckennorr, J. A. HAFKENSCHIEL, E. L. Foitz, and 
R. L. Driver. American Journal of Physiology [Amer. 
J. Physiol.| 152, 545-553, March, 1948. 1 fig., 27 refs. 


In lightly anaesthetized intact dogs, coronary blood 
flow was measured by the nitrous oxide method, coronary 
sinus blood being obtained by catheterization. Cardiac 
output was estimated by the direct Fick method. Hypo- 
tension was produced either by the subarachnoidal 
injection of procaine solution or the intravenous injection 
of tetraethylammonium chloride. A decrease in cardiac 
output and cardiac work (cardiac output x aortic pres- 
sure) occurred. Coronary blood flow decreased but 
the rate remained relatively high in relation to the 
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decreased work. Cardiac efficiency (work/oxygen con- 
sumption) was reduced but there was no evidence that 


the heart was less able to perform the work required of it, 


that is, that the hypotension was harmful to the heart. 
R. A. Gregory 


ENDOCRINE GLANDS 


1965. Isolation of Stilboestrol Monoglucuronide from 
Human Urine 

K. S. DopGson and R. T. Wittiams. Nature [Nature, 
Lond.] 161, 604-605, April 17, 1948. 3 refs. 


Stilboestrol monoglucuronide was isolated (as the 
benzylamine salt) from the urine of a woman given 
100 mg. of stilboestrol during 24 hours; the yield of 
benzylamine salt corresponded to 35% of the stilboestrol 
injected. Although its presence had been inferred in 
the urine of human beings given the drug, it had hitherto 
been isolated only from the urine of rabbits injected with 
stilboestrol. [There is some evidence that the metabolism 
of the synthetic oestrogens is the same in the two species 
and that animal results can be applied to human 
subjects. ] Peter C. Williams 


1966. Effect of the Adrenal Cortex on the Sugar Meta- 
bolism. [In English] 


L. Barta. Annales Paediatrici [Ann. paediatr., Basel] 


170, 189-199, April, 1948. 3 figs., 22 refs. 


In a previous paper (Paed. Danub., 1947, 2, 88) the 
author reported findings with the double glucose tolerance 
test and the galactose tolerance test in children with 
endocrine disorders. In hypothyroidism or hypo- 
pituitarism the Staub effect after a second dose of 
glucose was missing and the galactose tolerance curve was 
flat. 

In the present paper he performed the double glucose 
tolerance test before and after the administration for 
5 days of 5 to 10 mg. of a synthetic adrenocortical 
hormone (“‘ percorten”’). The double test was chosen 
as more sensitive, since the short interval between the 
2 series of estimations makes negligible the possibility 
that other factors such as absorption may vitiate the 
results. Any deviation from the normal in such a test 
may be therefore attributed to true abnormalities in the 
carbohydrate metabolism. Five jaundiced children were 
tested in this way, 1 suffering from cirrhosis confirmed 
by biopsy, 1 from hepatitis, 2 from septicaemia, and 
1 from actinomycosis of the liver. The Takata-Ara 
reaction was positive in all cases, and the Weltmann 
reaction showed a shift to the right in all cases. In 4 out 
of these 5 children no Staub effect was noticed, and in 
3 of these this effect appeared after the course of adreno- 
cortical hormone. 

On the basis of these results the author suggests that 
hepatic lesions may be accompanied by dysfunction of 
the adrenal cortex and that the changes in carbohydrate 
metabolism may be due to both. [The absence from the 
case notes of sufficient details of diagnosis and subsequent 
course, and the omission of the more sensitive liver func- 
tion tests, make impossible the assessment of the nature 


and extent of the liver damage and of associated lesions in 
other systems. ] 

In 2 children with pituitary dwarfism and in | with 
“hypofunction of the pituitary” [though the details 
given are not enough to justify such a diagnosis] the same 
tests were performed before and after a course of adrenal 
cortical extract. The Staub effect, which was absent 
before, appeared after the administration of the hormone. 
Finally a case of diabetes mellitus is reported in which 
adrenal cortical hormone caused a marked improvement 
in carbohydrate metabolism. At necropsy the findings 
were typical of glycogen storage disease. 

[Absence of important data from the reported cases 
make the acceptance of the author’s conclusions difficult. 
In any case, extreme caution is required in the interpreta- 
tion of therapeutic effects after administration of a 
biological substance in conditions the exact nature of 
which is not clear.] S. Doxiadis 


NUTRITION 


1967. Effect of Vitamin D on Calcium Balance. 
(L’action de la vitamine D sur le bilan calcique) 

R.S. Macu, J. Fasre, and R.D. Santa. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.| 78, 
453-458, May 15, 1948. 6 figs. 


In order to determine the action of vitamin D on 
calcium metabolism, 8 subjects suffering from osteo- 
pathies were given a standard diet and the calcium balance 
was determined by estimating the calcium in the urine 
and the faeces before and after treatment with vitamin D. 


“The vitamin was given orally in doses of 600,000 units 


daily, usually on several successive days, but in 2 cases’ 
at 10-day intervals over a period of several weeks. The 
calcium excretion was studied over periods of 8 to 19 days. 
In 5 cases in which the balance was negative, including 
4 cases of osteomalacia, the administration of vitamin 
D changed the calcium balance to a positive one. In 
2 cases, in which the calcium balance was positive initially, 
and in which atypical localized bony lesions were present, 
the effect of vitamin D treatment on the calcium balance 
was slight in 1 case and non-existent in the other. In 
5 other patients without skeletal lesions or disturbances 
of phosphorus and calcium metabolism, the administra- 
tion of vitamin D did not improve calcium retention, but 
on the contrary caused a calcium deficit. 
Harold Jarvis 


1968. Metastatic Calcification Produced in Dogs by 
Hypervitaminosis D and Haliphagia 

R. M. MULLIGAN and F. L. StTRICKER. American 
Journal of Pathology {Amer. J. Path.| 24, 451-473, May, 
1948. 17 figs., 22 refs. 


At necropsy on a man who died in coma, widespread 
calcification of the myocardium, endocardium, gastric 
mucosa, lungs, kidneys, and walls of blood vessels was 
found (see Abstracts of World Medicine, 1947,1,501). This 
man had been taking large doses of vitamin D and an 
alkaline salt mixture (hence the term “ haliphagia ”’) for 
6 months. In this work 16 dogs were submitted to 
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experiments in an attempt to reproduce the lesions noted 
in the patient. All dogs were kept on an adequate stock 
diet. Vitamin D, was given, usually in doses of 100,000 
i.u., and alkaline salts (sal hepatica) in doses of 7-5 to 
8 g. daily. Seven dogs receiving vitamin D and salt 
mixture and 5 dogs given only vitamin D suffered from 
anorexia, a loss of 32 to 61% of their original body weight, 
hypodipsia, apathy, and occasionally haematemesis and 
melaena. Two dogs on alkaline salts and two control 
dogs did not show these signs. In all dogs receiving 
vitamin D in combination, or without alkaline salts, 
there were varying degrees of calcification in the endo- 
cardium of the left atrium, in the walls of the aortic sinuses 
in the alveoli and alveolar ducts of the lungs, in the 
mucosa of the gastric fundus, and in the loops of Henle. 
In the 7 dogs receiving both vitamin D and salts there 
was a greater total amount of calcification in the costo- 
chondral junctions and soft tissues than in the 5 dogs on 
vitamin D only. Considerable atrophy of the testes, 
parathyroid glands, prostate gland, and lymphoid and 
fatty tissues was found in all dogs receiving vitamin D. 
Z. A. Leitner 


1969. Production of Functional and Fatty Changes in 
the Liver by a Chronic Vitamin B Complex Deficiency, and 
Interrelationships with Protein Intake 

Vv. A. Dritt and T. A. Loomis. Journal of Nutrition 
[J. Nutrit.] 35, 333-349, March 10, 1948. 7 figs., 21 refs. 


Chronic deficiency of the vitamin-B complex (0-1 g. 
yeast per kilo a day) in dogs fed a 20% casein diet 
produced changes in liver function, as evidenced by 
a fall in bromsulphalein excretion and a rise in serum 


phosphatase before the .ttwenty-seventh week of the 


study. Animals given the same amount of yeast but 
a 41% casein diet showed no such change, even when the 
experiment was prolonged to 50 weeks. In controls 
receiving the same number of calories as the yeast- 
deficient animals but adequate B complex no change in 
hepatic function and no abnormal histological appear- 
ances in the liver were observed. The livers of the dogs 
showing evidence of impairment of function contained 
large fat globules, generally distributed throughout the 
lobule, but no necrosis. Treatment with yeast restored 
liver function to normal and led to disappearance of the 
fat globules in the liver, even though protein and calorie 
intakes were restricted. O. L. V. de Wesselow 


1970. Action of Vitamins on Metabolism. II. Action of 
Vitamin D. (Influenze vitaminiche sul ricambio ener- 
getico. II. Azione della vitamina D) 

R. Clinica Pediatrica [Clin. pediat., Bologna} 
30, 145-152, March, 1948. 21 refs. 


The author reviews the literature on the subject of 
hypothyroidism in rickets (both in the human subject and 
in the experimental animal) and on the action of vitamin 
D in increasing the basal metabolic rate (B.M.R.) of the 
rachitic patient. He has studied the behaviour of the 
B.M.R. of 14 healthy children (aged 6 to 13 years) after 
injection of 0-015 g. (600,000 i.u.) of vitamin Dy, (calci- 
ferol). The subjects of the experiment were divided 


into 2 groups of 4 and 10 children respectively. The 
children of 1 group were given only 1 injection, while 
the second group received a second injection of vitamin D 
after a week. The B.M.R. was determined by means ofa 
Benedict-type closed circuit apparatus, while the body 
surface was calculated from the DuBois formula. In 
each case 1° control determination was carried out, 
followed by 3 determinations at weekly intervals, starting 
1 week after the injection of vitamin D. The first 
determination after injection of vitamin D showed a 
moderate increase of the B.M.R. (average approximately 
+5%) in 12 of the 14 patients. The second determination 


revealed a fall almost to control values in all the subjects_ 


who received only 1 injection, while in the children given 
a second injection the rate of fall was slower. No new 
rise followed the second injection. From the results of 
his experiments which are in accord with experimental 
evidence offered by other workers, the author concludes 
that the thyroid may possibly be temporarily stimulated 
by vitamin D. P. E. Polani 


1971. The Effect of Isocaloric Substitution of Alcohol 
for Dietary Carbohydrate upon the Excretion of B Vitamins 
in Man 

R. E. Butcer and H. P. Saretr. Journal of Nutrition 
[J. Nutrit.] 35, 539-548, May 10, 1948. 21 refs. 


In confirmation of previous studies by other workers 
on rats and pigeons, the present authors have found that 
replacing corn starch and sugar isocalorically by alcohol 
in an adequate diet increased the urinary excretions 
of thiamin, N’-methylnicotinamide, and nicotinic acid, 
The urinary excretions of nitrogen, tryptophan, creatinine, 
pantothenic acid, and pteroylglutamic acid were not 
affected. The carbohydrate diet greatly increased the 
urinary excretion of 4-pyridoxic acid, probably because 
pyridoxine was synthesized in the gut. The authors 
point out that this sparing action of alcohol (which 
provided 800 Calories daily) on thiamin and _ nicotinic 
acid may not occur when excessive amounts of alcohol 
are consumed with a diet providing inadequate calories. 

H. M. Sinclair 


1972. The Relation of Diet Composition and Vitamin C 
to Vitamin A Deficiency 

J. MAyYeR and W. A. Journal of Nutrition [J. 
Nutrit.] 35, 523-537, May 10, 1948. 1 fig., 21 refs. 


The authors have previously shown that in young rats 
the effect of a diet deficient in vitamin A is to decrease the 
efficiency of utilization of food; there are also symptoms 
which respond to administration of ascorbic acid, 
although the rat synthesizes this vitamin. They have 
now investigated the effect of replacing dietary sucrose 
by iscaloric amounts of protein, of saturated fat, or of 
unsaturated fat. Increasing the protein decreases sur- 
vival time and the efficiency of utilization of food but 
increases the scorbutic signs. It is suggested this is due 
to an increased need for ascorbic acid. The authors also 
show that in animals on a diet deficient in vitamin A the 
amount of ascorbic acid in blood and liver is less than 
half that in normal rats. 
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[This interrelation of vitamin A and ascorbic acid is 
interesting and may help to explain some anomalous 
results of vitamin-A deficiency in man. As the authors 
point out, it has a very important bearing on the methods 
of bioassay of vitamin A in which rats are used.] 

H. M. Sinclair 


1973. Effects of Young Men Consuming Restricted 
Quantities of B-complex Vitamins and Protein, and 
Changes Associated with Supplementation 

G. H. BERRYMAN, C. R. HENDERSON, N. C. WHEELER, 
R. C. CoGsweLL, J. R. SPINELLA, W. E. GRUNDY, 
H. C. JoHNSON, M. E. Woop, C. W. Denko, T. E. 
FRIEDMANN, S. C. Harris, A. C. Ivy, and J. B. YOUMANS. 
American Journal of Physiology [Amer. J. Physiol.| 148, 
618-647, March 1, 1947. 10 figs., 39 refs. 


Seven normal males, 23 to 28 years old, after an initial 
period of normal dieting lasting for 3 months, were put 
on an experimental diet for 35 weeks. The total calorific 
value of the daily experimental diet was approximately 
3,000 Calories, and the diet contained 45 g. of protein, 
mainly vegetable, 0-5 mg. of aneurin, 0-3 mg. of ribo- 
flavin, 5-8 mg. of nicotinic acid, and unusually small 
amounts of the lesser known B-complex vitamins—folic 
acid, pyridoxine, pantothenic acid, and biotin. After 
5 weeks of the experimental diet 2 of the subjects were 
treated as controls and had their diet supplemented with 
animal protein and crystalline vitamin preparations to 
restore it to the pre-experimental nutritive level. Placebos 
were given simultaneously to the other subjects. The 
diet of 3 of the latter was supplemented with aneurin 
after 15 weeks, and that of the remaining 2 subjects was 
similarly supplemented after 18 weeks of the experimental 
period. Protein, riboflavin, nicotinic acid, folic acid, 
pyridoxine, pantothenic acid, and biotin were then 
added either together or in a stepwise manner. After 
20 weeks’ supplementation the subjects were placed on a 
rich diet for 3 weeks. 

The control subjects either showed no change from the 
condition observed during the initial period of adequate 
dieting or else a moderate improvement. After 15 weeks 
of restricted diet, the experimental subjects had a de- 
creased capacity for physical work and elevated pulse 
rates at rest and after exercise contrasted with their 
condition in the initial period. Definite evidence of 
specific deficiencies was not observed, but suggestive 
signs and symptoms were present. These included 
mouth ulcers, scrotal dermatitis, and motor disturbances 
of the small intestine, cramps of the extremities, lassitude, 
insomnia, and sore mouth. Body weight was moderately 
decreased and nitrogen equilibrium was maintained. 
Tendencies to hysteria, depression, and hypochondriasis 
were manifested. The urinary vitamin-B-complex excre- 
tion was low. During the period of supplementation 
there was a gradual return to normal. The improvement 
was too gradual to permit of the definite association of 
any nutrient with the disappearance of any pathological 
sign or symptom. 

“ Sulphathalidine ”, 4 g. per day, was given from the 
thirty-third to the thirty-fifth week of the experimental 
period; this resulted in a decrease in the coliform 
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organisms of the faeces accompanied by a decrease in 
faecal Lactobacillus casei factor and biotin. The aneurin 
content of faeces was also decreased in 3 subjects and 
2 of these excreted less riboflavin and pantothenic acid 
than before the administration of sulphathalidine. 
Urinary levels of these substances were not significantly 
affected. E. F. McCarthy 


1974. Effect of Administering Agenized Amino Acids and 
Wheat Gluten to Dogs 

G. E. Newe i, S. N. GersHorr, F. H. FUNG, and C. A. 
ELveHJEM. American Journal of Physiology [Amer. J. 
Physiol.| 152, 637-644, March, 1948. 18 refs. 


No consistent or significant differences were observed 
between values for hemoglobin, hematocrit, red blood 
cell count, white blood cell count, prothrombin time, 
glucose, calcium, phosphorus, sulfur or vitamin C of the 
blood of dogs when fed agenized wheat gluten and when 
fed the basal ration. A definite increase in the blood 
magnesium and potassium was observed when the agen- 
ized wheat gluten was fed. Selenium toxicity in dogs is 
not related to the condition of running fits. Injection 
of magnesium, potassium or calcium pantothenate had 
no effect in preventing or lessening the intensity of the 
seizures. Various agenized amino-acids were fed as part 
of a ration, by stomach tube or intravenously, but none 
of the 28 animals tested developed fits as a result of this 
treatment.—[Authors’ summary.]} 


1975. A Growth-retarding Factor in Maize Bran : 
A. Borrow, L. Fowpen, M. M. STEDMAN, J. C. WATER- 
Low, and R. A. Wess. Lancet [Lancet] 1, 752-753, 
May 15, 1948. 1 fig., 8 refs. 


Workers in thé United States have shown: (1) that 
the association of pellagra with consumption of maize can- 
not be explained by simple deficiency of nicotinic acid ; 
(2) that addition of maize to the diet of rats retards 
growth; and (3) that maize contains a toxic substance. 
The present authors find that the bran of maize, but 
probably not the flour, contains a toxic substance that 
retards growth in mice. The retardation is prevented if 
nicotinic acid is added to the diet. H. M. Sinclair 


1976. Experimental Studies on the Intravenous Injection 
of a Fat Emulsion into Dogs 
H. C. MENG and S. FREEMAN. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 33, 689-707, 
June, 1948. 3 figs., 45 refs. 


Much work has already been done on the effect of 
intravenous injection of emulsions of fat. In all cases, 
toxic manifestations and complications such as emboli 
or liver damage have been observed. This paper 
describes the preparation of a stable, finely divided emul- 
sion and a study of its physiological effects and utilization 
in dogs. After preliminary tests, butter oil was selected 
as the fat to be used. It was emulsified with a mixture 
of a proprietary surface agent (“‘ span 20 ”’), a proprietary 
preparation of soya phosphatides (“ asolectin”’), and 
sodium cholate. The resulting stable and fine emulsion 
contained 10% butter oil, 0-5°% span 20, 0-4% asolectin, 
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and 0-1% sodium cholate. Neither the emulsifying 
agents alone nor the fat emulsion caused any fall in blood 
pressure in dogs, but both increased the secretion of 
urine and bile. Both also increased the flow of thoracic 
duct lymph, but only the fat emulsion increased the total 
output of lipids. Daily intravenous infusion of the 
emulsifying agents for 4 weeks had no toxic effect. Daily 
intravenous infusion of the butter fat emulsion to dogs on 
a fat-free diet led to a gain in weight and a positive 
nitrogen balance as in the control period. The serum 
lipids were not increased after the injection of the emulsi- 
fying agents but did increase for up to 17 hours after the 
injection of the emulsion. The increase in total fatty 
acids was high whilst that of the cholesterol and phos- 
pholipids was slight. Histological examination of 
animals injected with the emulsifying agents revealed 
normal liver and kidneys. Two animals receiving the 
fat emulsion had normal lungs and kidneys, but one had 
fat granules in the liver cells. J. Yudkin 


1977. The Metabolism of Glucose in Starvation and 
Water Deprivation 

A. WOLLENBERGER and M. A. LINTON. American 
Journal of Physiology [Amer. J. Physiol.] 148, 597-609, 
March 1, 1947. 2 figs., 33 refs. 


After a period of starvation or severe restriction of 
carbohydrate intake, glucose tolerance is diminished. 
The response to glucose administration after a period of 
fasting is characterized by a diabetic blood sugar curve 
and a delayed rise in the respiratory quotient. The 
authors have investigated intermediary carbohydrate 
metabolism under these conditions. In one series of 
experiments studies were made on the oxidation of 
administered glucose after 6 to 8 days” starvation during 
which a litre of water was consumed daily. The blood 
sugar curve was of the diabetic type, and the fall in 
plasma inorganic phosphate which follows glucose 
injection was abnormally slow and prolonged beyond the 
usual limits. The amounts of pyruvic and lactic acids 
which normally increase after glucose ingestion showed 
no change, or decreased slightly, in the initial stages when 
glucose accumulation was very rapid. After a delay of 
1 hour, pyruvic and lactic acid levels rose slowly, reaching 
a maximum in 3 hours. The normal retention of urinary 
inorganic phosphate which follows glucose administration 
was postponed or absent for a 4-hour period. A re- 
tarded rise in respiratory quotient to an unusually low 
level occurred. These findings are interpreted as signi- 
fying a failure in the formation of pyruvate and lactate 
from ingested glucose. 

Other subjects received 606 to 685 Calories of sugar and 
fat mixtures and 400 ml. of water daily, supplemented 
in some cases with aneurin (thiamin) hydrochloride 
and sodium chloride. After glucose administration the 
initial rise and subsequent fall in the blood sugar curve 
were exaggerated, causing severe hypoglycaemia. Blood 
pyruvate and lactate showed at the same time a pro- 
longed and exaggerated rise which suggested formation 
from ingested glucose. The daily intake of small 
amounts of glucose is regarded as probably essential for 
the hypoglycaemic response. 


The abnormal accumulation of pyruvate and lactate 
after partial starvation and water deprivation may be due 
to inadequate removal as a result of aneurin deficiency, 
The addition of aneurin hydrochloride, 5 mg. daily, had 
no influence on the response to glucose in these cases. 

E. F. McCarthy 


1978. Role of the Kidney in Fat Metabolism. (La inter- 
vencion del rifion en el metabolismo de la grasa) 

C. Jimenez Diaz and H. Castro MENDOZA. Revista 
Clinica Espanola [Rev. clin. esp.| 29, 84-89, April 30, 
1948. 2 figs., 8 refs. 


In 4 dogs after double nephrectomy under ether 
anaesthesia a hyperlipaemia developed affecting all 
lipid fractions and running parallel with the development 
of uraemia. The hyperlipaemia was prevented in ‘3 dogs 
when 5 ml. of a glycerin extract of pigs’ kidneys (repre- 
senting 1-37 g. of kidney tissue) was injected. The 
authors claim that this demonstrates the presence of a 
substance in kidney tissue which controls lipaemia. 
[Such a conclusion seems to be unjustified on the evidence 
presented.] A, C. Frazer 


1979. Studies of the Function of the Liver in Carbohydrate 
Metabolism. (Studien iiber die den Kohlehydratstoff- 
wechsel regulierende Tatigkeit der Leber) 

A. Iizuka. Tohoku Journal of Experimental Medicine 
[Tohoku J. exp. Med.} 49, 131-166, Oct. 17, 1947. 12 
figs., bibliography. 


In order to study the function of the liver in inter- 
mediary metabolism of carbohydrates, samples of blood 
entering and leaving a rabbit’s liver were injected intra- 
venously into another rabbit and the values of blood 
sugar and blood lactic acid determined. Instead of 
entering blood, however, carotid blood was used [a 
substitution open to criticism]. The carotid blood of 
normal rabbits caused hyperglycaemia and hypolactacid- 
aemia; the blood from the liver veins caused hypo- 
glycaemia and greater hypolactacidaemia. If liver 
function was previously damaged by ligation of the bile 
duct, by phosphorus poisoning, or by blocking the 
reticulo-endothelial system with India ink, the in- 
jection of either carotid blood or blood from hepatic 
veins caused hyperglycaemia and hyperlactacidaemia. 
Hence the liver checks the hyperglycaemic effect of the 
blood and diminishes the content of lactic acid. Carotid 
blood of rabbits which had received large doses of 
insulin (5 units per kilo body weight) caused pronounced 
hypoglycaemia and hypolactacidaemia; blood from 
hepatic veins acted in the same way but in lesser degree; 
thus, passage through the liver weakens the effects of 
insulin. When the liver was damaged by the pro- 
cedures mentioned above this effect disappeared. 
Carotid blood from rabbits given adrenaline (0-5 mg. 
per kilo body weight) increased the blood sugar slightly 
and diminished the lactic acid; blood from hepatic veins 
greatly diminished both; thus, the effect of adrenaline 
is checked by passage through the liver. 

O. Neubauer 
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1980. Pain Sensibility in Deep Somatic Structures 

WwW. H. G. and D. C. SINCLAIR. 
Journal of Neurology, Neurosurgery and Psychiatry [J. 
Neurol. Neurosurg. Psychiat.) 11, 113-116, May, 1948. 
7 figs., 16 refs. 


This work was undertaken to find out whether there 
was an anatomical basis for Lewis’s suggestion that two 
separate systems of nerves conveyed pain sensation from 
the skin and from deep structures, such as muscles and 
periosteum. The innervation of normal skin is by a 
close network of nerve endings with overlapping terminals 
derived from different axons supplying any one area of 
skin. In skin from which abnormal pain sensation is 
elicited the adjacent terminal fibres do not interweave, 
the nerve terminals being isolated from one another. 
The innervation of the deep structures was investigated 
by the authors’ technique of deep perfusion with methy- 
lene blue (Brain, 1947, 70, 495). In muscle, fine beaded 
fibres run either in fibrous tissue septa or as “‘ accessory ” 
fibres to muscle spindles. These form a very loose 
meshwork and the individual neural terminals are 
invariably isolated from one another. There is a similar 
type of nerve arrangement in fascia and in periosteum 
but the meshwork is denser than in muscle and some 
adjacent terminals interweave. The authors consider 
that the different types of pain produced from the skin 
and from the stimulation of deep somatic structures can 
be satisfactorily explained by the difference in the 
arrangement of the nerve terminals in these structures, 
and that Lewis’s postulate of two separate pain-con- 
ducting systems of nerves is not necessary. 

J. W. Aldren Turner 


1981. Observations on Cutaneous Hyperalgesia, with 
Notes on Related Reactions 

J. A. HARPMAN. Brain [Brain] 71, 34-47, March, 1948. 
Bibliography. 


The author confirmed that cutaneous hyperalgesia 
surrounding epidermal injuries is dependent upon a 
peripheral neural mechanism involving the nerve fibres 
and nerve endings subserving pain. There is a peripheral 
interneuronal spread of the phenomenon underlying 
skin hyperalgesia and flare. Relations of skin hyper- 
algesia to superficial veins, vasodilatation, vasocon- 
striction, and circulatory arrest are described and the 
phenomena correlated with observations on the spread 


through tissue spaces and lymphatics of adrenaline , 


injected intradermally and the effects of circulatory 
arrest on this spread. Factors relating the circulatory 
system to cutaneous hyperalgesia include temperature, 
distension through vascular engorgement, and blood and 
lymph flow. It is concluded that the production or 
liberation and the spread of a substance are also con- 
cerned in the mechanism of hyperalgesia. The beneficial 
effects of vasodilatation on some pain syndromes may be 
due to the action of increased blood flow on this substance. 
Implications of these findings are discussed, together with 
the related reactions—flare, itching, and hypoaesthesia. 


[This is a difficult paper to abstract satisfactorily. It is 
largely a critical review of the subject amplified by the 
author’s experimental work on the hyperalgesia following 
intradermal injuries.] N. S. Alcock 


1982. The Influence of Alterations in Posture of the 
Limbs on Cortically Induced Movements 

E. GELLHORN. Brain [Brain] 71, 26-33, March, 1948. 
5 figs., 6 refs. 


The author determined the effect of the posture of a 
limb on cortically induced movements in monkeys 
anaesthetized with “dial”- urethane. A Goodwin 
stimulator was used to stimulate the cortex by means of 
bipolar silver electrodes 2 mm. apart, either a threshold 
stimulus or one slightly above being used. The stimulus 
was applied for 5 seconds to various cortical foci by means 
of the Horsley Clarke apparatus. Before the stimulus a 
joint of the fore-limb or hind-limb was placed either at an 
acute or obtuse angle. The cortically induced movement 
was Observed and the activity recorded by electromyo- 
grams. 

The hamstrings responded slightly more and earlier 
when the knee was bent at 110 degrees than when it was 
at 45 degrees. The quadriceps showed the converse 
result. An increase in the initial length of a muscle thus 
enhances its responsiveness to a standardized cortical 
stimulus. This holds good also for the elbow, ankle, 
and hand muscles. It is suggested that these changes are 
due to proprioceptive impulses. The number of dis- 
charging afferent nerve fibres as well as their frequency 
increases with increasing length of the muscle and gives 
rise to interaction (facilitation) with the cortically induced 
impulses. Whether this interaction takes place only at 
the spinal level or also at the cortical level remains t6 be 
determined. N. S. Alcock 


1983. Influence of Repeated Anoxia, Electroshock and 
Insulin Hypoglycemia on Reactivity of Sympathetico- 
adrenal System 

E. GELLHORN and H. SarrorD. Proceedings of the 
Society for Experimental Biology and Medicine {Proc. 
Soc. exp. Biol., N.Y.] 68, 74-79, May, 1948. 2 figs., 
19 refs. 


Rats were subjected to a standard anoxia test involving 
5 consecutive periods of 25 minutes each at 280 mm. Hg 
barometric pressure. Their blood sugar values were 
determined. The rise in blood sugar due to anoxia 
increased as a result of repeated series of exposures to low 
barometric pressure; this effect disappeared after a rest 
period of 2 weeks. Electrical convulsions greatly in- 
creased the hyperglycaemic response to the standard 
anoxia test. Repeated induction of insulin coma brought 
about a diminished or absent response to the anoxia test; 
in these rats, adrenaline failed to produce a hyper- 
glycaemic response. The results are interpreted as 
signs ‘of altered balances between the sympathetico- 
adrenal and vago-insulin control systems of the organism. 

A. Schweitzer 
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1984. Variations in Dermal Absorption with Age 
J. StRAuss and H. NecHELes. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.] 33, 612-617, May, 
1948. 27 refs. 


In the Michael Reese Hospital, Chicago, the dye 
“Evans blue” was injected intradermally into 137 
healthy subjects, approximately equal as to the sexes 
and of all ages up to 90 years. The injections were given 
into the middle third of the anterior aspect of the forearm 
with a short No. 25 hypodermic needle on a tuberculin 
syringe in doses of 0-1 ml. of sterile solution of Evans 
blue in normal saline. The optimum strength of the 
solution was arrived at by trial and error and is not speci- 
fied. An injection was considered to be truly intra- 
cutaneous if a blanched wheal appeared having a surface 
like orange-peel. A circumscribed stained area resulted 
which disappeared in a variable time (maximum 48 hours). 
Measurements were taken as follows: The stain was 
outlined in ink and a strip of clear celluloid was pressed 
upon it. The area of the mark thus made was measured 
with a planimeter. .This procedure was carried out 
immediately after the injection and repeated 4, 24, and 
48 hours later. Thus four readings were obtainable on 
the same strip from the same subject. From the co- 
ordinated results it appears that the initial wheal is 
smaller in young persons, while in older subjects the 
wheal is larger and the dye disappears more rapidly. 
Attempts are made to explain these phenomena on 
mechanical grounds, although it is admitted that chemical 
and biological factors must exist which are little under- 
stood at present. [There is a valuable review of the 
literature and an extensive bibliography on many related 
subjects. ] T. E. Graham 


1985. Preponderance of Anti-adrenaline Effect over Anti- 
acetylcholine Effect in Local Analgesics. (De la pré- 
pondérance de I’action anti-adrénalinique sur leffet 
anti-acétylcholinique des anesthésiques locaux) 

E. FromMet, M. Favre, and F. VALLETTE. Archives 
Internationales de Pharmacodynamie et de Thérapie {Arch. 
int. Pharmacodyn.| 76, 341-350, May 1, 1948. 2 figs., 
21 refs. 


Clinical use of intravenous procaine in various patho- 
logical conditions prompted this study. Intracardiac 
injections of local analgesics have been made in 
guinea-pigs, and estimates made of their relative powers of 
preventing the electrocardiographic changes seen after 
injection of adrenaline or acetylcholine. Minimal 
intracardiac doses of adrenaline and acetylcholine 
causing such changes were, respectively, 5 ug. per kg. 
and 200 pg. per kg. Procaine (12 mg. per kg.) and 
“ nupercaine ” (0-5 mg. per kg.) neutralized the effect 
of about 5 such minimal doses of adrenaline but only of 
24 minimal doses of acetylcholine. Cocaine (4 mg. per 
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kg.) did not reduce the adrenaline effect but abolished the 
action of 2 minimal doses of acetylcholine. Procaine 
also prolongs the refractory period of frog heart muscle, 
The: results are considered in relation to clinical use 
of procaine in “ sympathotonic” and “ vagotonic” 
conditions. Derek R. Wood 


1986. The Metabolism of p-Aminosalicylic Acid in the 
Organism of the Rabbit 

A. VENKATARAMAN, P. R. VENKATARAMAN, and H. B, 
Lewis. Journal of Biological Chemistry [J. biol. Chem. 
173, 641-651, April, 1948. 27 refs. 


p-Aminosalicylic acid (PAS) was administered by 
stomach tube to rabbits either as the sodium salt in solu- 
tion or as free acid in fine suspensions, or was injected 
intramuscularly as the sodium salt in solution. Chemical 
purification of the substance used, and methods for its 
colorimetric analysis, are described. No toxic symptoms 
appeared on administration of 150 mg. of PAS per kilo 
body weight to male rats daily for 2 weeks. In rabbits 
negligible amounts appeared in the faeces, indicating 
complete absorption. After oral ingestion of the 
compound 53 to 80% could be accounted for in the 
urine. After intramuscular injection, 90°%% was recovered 
from the urine. Of the total amount excreted 70 to 90% 
was recovered in the first 6 hours, during which 55 to 
80% was in the acetylated form. Only 40% was acety- 
lated when the compound was administered parenterally, 
probably because of rapid excretion. PAS did not 
undergo decarboxylation in vitro on incubation with 
stomach and intestinal contents from rabbits or rats, 
though a small amount was acetylated. No indication § 
of conjugation of PAS with ethereal sulphate, glucuronic 
acid, or glycine was found, though small discrepancies 
in the analyses indicated that small amounts of an 
unknown metabolite were present. It was concluded 
that the chief mechanism of detoxication was acetylation. 

P. B. Marshall 


1987. Evaluation of a New Sedative Drug (3,3-Diethyl- 
2,4-Dioxopiperidine) 

A. E. PARSONNET, A. BERNSTEIN, E. KLosk, E. HIRSCH- 
BERG, S. H. RuBIN, and L. A. Pink. Journal of Labora- 
tory and Clinical Medicine [J. Lab. clin. Med.| 33, 602- 
611, May, 1948. 2 figs., 7 refs. 


The new drug, “sedulon” (3,3-diethyl-2,4-dioxopi- 
peridine), was given to 5 men and 7 women, of ages from 
27 to 64, suffering from hypertension. One obtained 
relief with 0-375 g. a day, but the others required 0-75 g. 
The sedative effect came on after one-half to 1 hour, and 
lasted for 3 to4 hours. The drug was less soporific than 
phenobarbitone, given in doses to produce equal sedative 
effects. There was no action on the raised blood pressure 
in these cases. Of these 12 patients, 8 have been treated 
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for from 6 to 12 months at the same dose level and no 
signs of tolerance or of addiction have been found. The 
blood picture has been examined frequently; no changes 
attributable to the drug have occurred, and no other 
toxic phenomena have been observed. Another 50 
patients, suffering from nervous or mental instability, 
have been under treatment for from 3 to 5 months. 
Again, one has only required 0-375 g. a day, but the 
remainder have required 0-75 g. to produce good, but not 
excessive, sedation. In one case, nausea and dizziness 
occurred but ceased on withdrawal of the drug. It did 
not reappear on further administration. Apart from 
this, no toxic effects were seen. 

In dogs, it has been shown that sedulon is excreted in 
the urine in an oxidized form, 3,3-diethyl-2,4-dioxo- 
tetrahydropyridine (“* N.U. 903 ’’) to the extent of about 
7 to 8%. The urinary excretion in normal men has 
been examined. A fluorometric method was applied to 
24-hour specimens of urine to determine the amounts of 
N.U. 903 excreted after administration of that substance 
and of sedulon. About 9% of the dose of N.U. 903 given 
and an amount of N.U. 903 corresponding to about 
6:7% of the dose of sedulon were thus excreted. It is 
suggested that the action of sedulon is due to its con- 
version to the oxidized form in the body. 

Reginald St. A. Heathcote 


1988. Therapeutic Effect of Azo Compounds of Salicylic 
Acid with Sulphonamides. (Ueber die therapeutische 
Wirkung der Azoverbindungen der Salicylsiure mit 
Sulfapraparaten) 

N. Svartz. Bulletin der Schweizerischen Akademie der 
Medizinischen Wissenschaften (Bull. schweiz. Akad. med. 
Wiss.] 3, 311-319, April, 1948. 7 figs. 


Azo compounds of salicylic acid with sulphonamides 
have been prepared. For example, with sulphapyridine 
the azo compound has the following structure: 


| | 
L 


This compound has been called “ salazopyrin ”, and 
contains about 60% of sulphapyridine and 40% of sali- 
cylic acid. Similar azo compounds with sulphathiazole 
and sulphapyrimidine were prepared. The acid, but 
not the alkaline, azo compounds were shown, by means 
of fluorescent microscopical examination of the tissues 
(aorta and skin) in mice, to have a marked affinity for 
connective tissue. Since both ulcerative colitis and 
rheumatic polyarthritis are diseases characterized by 
changes in the connective tissue, salazopyrin had been 
employed in the treatment of these conditions over a 
period of years (1940-5) in some hundreds of cases. 
The total daily dose was usually about 6 g. (6 doses of 
1g.). Norenal complications have been observed. Out 
of 124 patients with ulcerative colitis 108 have shown 
improvement. Similarly, out of 100 with acute poly- 
arthritis 92 have been rendered symptom-free. 
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[It is of interest to note that in the discussion at the end 
of the paper Holsti of Helsinki states that he was not able 
to confirm these very favourable results. He had to 
discontinue treatment in his cases of chronic arthritis 
and ulcerative colitis because of toxic symptoms with 
consequent relapses.] R. Wien 


1989. The Response of Isolated Hypodynamic Myo- 
cardium to Inotropic Drugs 

L. J. Sctarint, E. M. ACKERMAN, and W. T. SALTER. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 92, 432-442, April, 1948. 5 figs., 12 refs. 


A number of cardiac glycosides were compared as 
regards their efficiency in increasing the contractions of 
the fatigued papillary muscle of the right ventricle in the 
cat. In each experiment the concentration of the glyco- 
side was increased every hour, the increase in log con- 
centration being equal at each addition, until a toxic level 
was reached. The various glycosides were each com- 
pared in this way with a standard sample of ouabain. 
From the results the following equation is calculated, in 
which G is the concentration of the glycoside, M is its 
negative log potency, “a” is a constant given by the 
response of the individual muscle to ouabain, and R is 
the ratio of the contraction to the maximal contraction 
obtainable: 


_R_ 
1—R. 
V. J. Woolley 


log G+log M+log a=0°5 log 


1990. Quantitative Demonstration of Absorption of 
Calcium from the Rectum by Measurement of Tone in the 
Gravid Human Uterus. (Quantitativer Nachweis rek- 
taler Calcium-Resorption durch Tonusmessung am 
graviden menschlichen Uterus) 

H. SAuTER.. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.| 78, 404-407, May 1, 1948. 
6 figs., 28 refs. 


It is pointed out that determination of serum calcium 
is inadequate for determining the amount of calcium 
absorbed. Investigations of others in which the radio- 
active isotope Ca*® was used showed that 30 to 90% of 
calcium given orally may be absorbed. In order to 
determine by a simple method whether and to what 
extent calcium is absorbed if given by the rectal route, 
its effect in increasing the tone of the pregnant uterus was 
utilized. By means of Frey’s hysterotonograph (Sauter, 
Gynaecologia, 1946, 121, 247) the tone of the uterus was 
quantitatively investigated in women during the last few 
weeks of pregnancy. Calcium was administered as 
purvit-calcium ” suppositories, containing calcium 
gluconate and calcium laevulinate 1 g., sodium phos- 
phate 0-003 g., vitamin A 4,000 i.u., vitamin D 2,000 i.u.; 
the effect of such suppositories was compared with that 
of intravenous injections of various amounts of a 10% 
solution of calcium gluconate. The smallest effective 
dose of intravenously injected calcium gluconate was 
between 0-7 and 0°8 g., irrespective of whether this was 
given in one single dose or in divided doses within 


1 | 
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20 minutes. Suppositories containing 0-8 g. calcium 
gluconate were effective, whereas those containing 0-65 g. 
had no effect. It is emphasized that the threshold value 
of 0-8 g. was found so constantly that the finding sug- 
gested an “ all-or-nothing”’ law. It is concluded that 
at least 80% of the calcium contained in the suppositories 
was absorbed. The vitamins contained in the supposi- 
tories had no effect; whether they increased the absorp- 
tion of calcium could not be decided. A. Schott 


1991. Studies on the Activation of Oxytocics. (Estudios 
sobre la activacién de los occitécicos) 

J. Borecca LiusiA and A. MALDONADO DEL CASTILLO. 
Revista Clinica Espafiola [Rev. clin. esp.| 27, 426-432, 
Dec. 31, 1947. 9 figs., 29 refs. 


The authors have carried out an experimental and 
clinical study based on the work of Velazquez and others, 
who found that procaine in concentrations of 1 in 20,000 
to 1 in 15,000 increases considerably the oxytocic 
response of isolated uterine muscle to posterior pituitary 
hormone, and who believe that the p-aminobenzoic acid 
part of the procaine molecule has a weakly oxytocic 
effect, and that the diethylaminoethanol fraction sensi- 
tizes the uterus to pituitary extract. 

The experimental work was carried out with strips of 
uterine tissue removed from the non-gravid uterus 
obtained at operation, and from the gravid uterus at the 
time of lower-segment Caesarean section. In order that 
the tissue might be fresh the work was done near the 
operating theatre, and the strips were placed in oxygenated 
Tyrode solution at 37° C. At the end of 2 hours there 
was spontaneous contractility and a good response to the 
drugs which lasted for a further 1 hour to 14 hours. The 
authors consider that the technique employed by others 
of keeping the tissue at 4° C. until used is unfavourable 
to muscle function, and they have not used Locke’s 
solution. Forty-five experiments were carried out with 
28 strips of isolated uterus. These showed that doses of 
0-01 ml. of 1 in 100 procaine in a bath containing 250 ml. 
had no action on either the gravid or the non-gravid 
uterus. This result differs from that obtained in rodents, 
in which procaine has a weak oxytocic action, and this 


difference can be explained by the different distribution 
of the cholinergic and adrenergic innervation in the 


human and the rodent uterus. Injections of 0-01 of a 
Voegtlin unit of posterior pituitary extract produced at 
the most only a slight oxytocic reaction in the gravid and 
non-gravid uterus, but the same amount used after 
procaine resulted in a strong oxytocic response with 
increase of tone and spontaneous contractions. These 
findings prove that in the human uterus procaine sensi- 
tizes the muscle to the oxytocic action of posterior 
pituitary extract, although it lacks the direct oxytocic 
reaction found by Velazquez in rodents. 

The clinical experiments were carried out in 68 patients, 
mainly in multigravidae with inertia towards the end of 
the first stage or in the second stage. External toco- 
graphy was carried out with a modified Frey apparatus, 
the tracings being recorded on paper with the amount of 
uterine tone indicated by concentric circles. Procaine 
was given by the subcutaneous, epidural, and intravenous 


routes, and by itself was found to have no oxytocic action, 
When given:intravenously in doses of 0-05 g. together 
with, or followed by, 1 unit or 2 units of pituitary 
extract, however, it produced a strong uterine response, 
In cases in which the pituitary extract was given first, 
the oxytocic effect was only found after the procaine had 
been given. The authors conclude that both the in 
vitro and in vivo experiments show that procaine sensitizes 
the uterus but does not act as an oxytocic. They con- 
sider these findings of great importance, for an oxytocic 
effect can be obtained with only a small dose of posterior 
pituitary extract. Finally they suggest that procaine acts 
by inhibiting cholinesterase. Bryan Williams 


1992. Studies of the Diuretic Action of Formoguanamine 
and its Toxicity. (Etude de l’action diurétique de la 
formoguanamine et de sa toxicité) 

R. S. MAcH and J. P. DuBois. Praxis [Praxis] 37, 317- 
323, May 6, 1948. 6 figs., 5 refs. 


“* Formoguanamine ” (2,4-diaminotriazine) is known 
to possess marked diuretic properties. In rats and 
bitches this exceeded the diuretic action of urea many 
hundred times, almost equalling that of “ salyrgan”. 
Doses of 15 mg. per kilo body weight 6 times a week 
for 12 weeks were well tolerated by bitches, without loss 
of weight and without disturbance of the body tempera- 
ture regulation or alteration of the blood picture. No 
change in kidney and liver function was observed, 
and necropsy revealed nothing abnormal. In 4 people 
who took 8-5 to 10 mg. formoguanamine per kg. increase 
of urine secretion began 1 hour later and continued at a 
high level for 3 hours in 2 of the volunteers. The 2 others 
complained of lumbar pain and unusual thirst. The 
urine contained crystals of “* ammelide ’’, a breakdown 
product of formoguanamine, and a rather large amount 
of chlorides. 

This paper reports observations made on 56 patients 
suffering from water retention due to cardiac, renal, or 
hepatic disease. In the earlier stages of the investigations 
doses of 15 to 30 mg. per kg. were administered, later the 
maximal dose was reduced to 10 mg. per kg. The blood 
urea was normal in every case, and there were no erythro- 
cytes in the urine. The drug was given only once to the 
vast majority of patients. The data collected included 
urine output for 2 days before, and 4 days after, the 
administration of the drug and chloride and urea excre- 
tion in three 48-hour periods during the same period. 
A marked increase of water elimination was recorded in 
36 out of 56 patients in the first 48-hour period after 
taking the drug (with no change in 6, and an adverse 
balance in 14); at the end of 96 hours the increase had 
been maintained in 34 patients (with no change in 4 anda 
decrease in 18 patients). The chloride excretion was 
estimated in 49 patients: after 48 hours it showed an 
increase in 32, no change in 1, and a decrease in 16, 
whereas after 96 hours the increase was still maintained 
in 26 patients with a decrease in 23. The corresponding 
figures for urea excretion are: after 48 hours an increase 
in 17, no change in 3, a decrease in 29; after 96 hours an 
increase in 13, decrease in 31 (5 specimens were lost). 
In 7 patients a simultaneous rise of urine volume and 
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chloride and urea excretion was seen. There was no 
parallelism between the dosage and the results obtained; 
the addition of ammonium chloride did not enhance the 
diuretic action of the drug. In 12 patients toxic effects 
were observed: the dose had been within the optimal 
limit or only slightly above. Three times the decrease in 
urine output was followed by no serious side-effect. In 
9 patients the decrease went on to complete anuria or 
oliguria of such a degree as to give rise to azotaemia with 
grave clinical signs. It seems as if untoward signs 
appeared in those patients who had been given a second 
dose of the drug after a good response to the first one. 
The drug which had been marketed by the manufacturers 
is now available for experimental purposes only. 
L. H. Worth 


1993. The Pharmacology of Compounds Structurally 
Related to Hydroxytyramine 

A. M. Lanps, V. L. Nasu, B. L. DerTINGER, H. R. 
GRANGER, and H. M. McCartuy. Journal of Pharma- 
cology and Experimental Therapeutics {J. Pharmacol.] 92, 
369-380, April, 1948. 5 figs., 15 refs. 


The pharmacological properties of 12 substances 
related to adrenaline have been examined and compared 
with those of adrenaline. Effects were determined on 
blood pressure in dogs, on the heart in dogs and the 
isolated heart of the frog, on the bronchi in a perfused 
guinea-pig lung, on the isolated ileum of the guinea-pig, 
and on the isolated uterus of rabbit and guinea-pig. 
Acute (72-hour) toxicity was determined by intra- 
peritoneal injection in mice. The results are tabulated. 


dl-Noradrenaline is a more potent vasopressor than 
dl-adrenaline but is less potent than /-adrenaline. 
Bronchodilatation and all inhibitory effects are associated 
with the presence of a hydroxyl group attached to the 
8-carbon atom; this activity is increased by presence of an 
N-alkyl group. Adrenaline caused excitation of the 
guinea-pig uterus [it is not stated whether the guinea-pig 


was virgin or not]. V. J. Woolley 
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1994. New Antibacterial Diamidines 
R. Wien, J. HARRISON, and W. A. FREEMAN. 
[Lancet] 1, 711-712, May 8, 1948. 


Preliminary observations on two new compounds, 
2,2’-dibromopropamidine and 2-iodohexamidine, com- 
pared with propamidine and hexamidine, are reported 
with reference to their possible use in surface infections. 
Tests of bacteriostatic activity by turbidimetric serial 
dilution and Fleming’s slide-cell methods, bactericidal 
activity by subcultivations on to trypsin-digest agar from 
tubes of the bacteriostatic tests, and fungistatic activity, 
by incorporation of serial dilutions in 2% glucose-agar 
and inoculation with fungus spores, showed that the 
halogenated derivatives were more active than the 
parent compounds against bacteria but not against fungi. 
The high activity against Gram-positive bacteria was not 
reversed by blood or serum. The maximal bactericidal 


M—2pP 


Lancet 


activity was attained in 6 to 10 hours and the LT 50 
(time required to reduce the count by 50%), with Staphy- 
lococcus aureus, was about 70 minutes. Increasing 
alkalinity (pH 6-4 to 7-6) favoured bacteriostasis. Serial 
subcultures with one diamidine in vitro enabled the 
organisms to develop resistance to all, but these 
organisms were still penicillin-susceptible (Streptococcus 
pyogenes and Staph. aureus), and penicillin-resistant 
organisms were susceptible to the diamidines. The 


_ halogenated compounds are more toxic intravenously 


and less subcutaneously than the parent compounds. 
A comparison of the four diamidines with 5-amino- 
acridine as regards toxicity to human phagocytes and 
chick embryos and the concentration causing erythema 
or necrosis by intradermal injection into guinea-pigs 
favoured the diamidines. Malcolm Woodbine 
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1995. The Identification of Antibiotics by Means of 
Resistant Strains of Bacteria 
P. G. Stans_y. Journal of Bacteriology [J. Bact.) 55, 
721-726, May, 1948. 7 refs. 


The author proposes that an agency should be set up 
for the maintenance of strains of bacteria specifically 
resistant to known antibiotics. The application of the 
plan to the identification of new antibiotics would be as 
follows. Suppose P, R,, Re, Rs, Rg . . . Rn to be the 
parent strain and strains derived therefrom which are 
resistant to known antibiotics A,, Ag, As, Aq... An 
and the inhibition ratio, R/P, determined under standard 
conditions for each of the antibiotics, to be 256, 64, 
1024, 512... 128, respectively, also suppose an 
unidentified antibiotic ‘‘ X ”’, tested against the parent 
and resistant strains under similar conditions, to have 
inhibition ratios of 1, 1, 1, 512. Then a comparison 
between the ratios for X and the known antibiotics would 
provide presumptive evidence for the identity of X and 
A, and fairly conclusive evidence that X is not A,, Ag, or 
As, a difference in inhibition ratios being more significant 
than a similarity. A number of examples are given for 
clarification. The possibility of mutation of resistant 
strains by spontaneous decrease or loss of resistance has 
been appreciated but since the stability of resistant strains 
is as yet an unknown factor the author feels that this 
should not prevent the plan from being tried-out. 

H. J. Bensted 


1996. Streptomycin. IV. Adsorption of Streptomycin by 
Susceptible and Resistant Bacteria 

S. BERKMAN, R. J. HENRY, R. D. HOUSEWRIGHT, and J. 
Henry. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 
65-70, May, 1948. 6 refs. 


The authors have shown elsewhere that streptomycin 
inhibits the carbohydrate metabolism of sensitive strains, 
but not of resistant strains, of bacteria. They have now 
attempted to discover whether there is any difference in 
the adsorption of the antibiotic by resistant and suscept- 
ible strains. Staphylococcus aureus, Shigella dysenteriae 
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Sonne, and Bacillus cereus were used, the resistant strains 
being capable of growth in the presence of 1,000 yg. per 
ml. of streptomycin, and the sensitive strains being in- 
hibited by 1 yg. per ml. 

Organisms, grown in brain—heart infusion broth with 
p-aminobenzoic acid at 37° C. for 16 hours and shaken 
continuously, were separated by centrifuging, washed, 
and suspended in distilled water to which streptomycin 
was added. After 2 to 4 hours’ shaking at 37° C., the 
cells were spun down, and the streptomycin in the super- 
natant solution was assayed. The cells were then 
eluted by shaking for 24 hours with distilled water, 
and the streptomycin in the eluate was determined. 
Resistant and susceptible strains behaved similarly, both 
adsorbing considerable amounts of antibiotic and 
reaching equilibrium in three-quarters of an hour; the 
drug was not readily eluted. The addition of sodium 
chloride to produce molar concentration greatly reduced 
the amount of streptomycin adsorbed, and, when this salt 
was used for elution, the drug was recovered almost 
quantitatively. This finding is interpreted as indicating 
that streptomycin is not distributed through the bacterial 
protoplasm, but is adsorbed upon the cell surface. In 
order to avoid the errors introduced by the presence of 
residual supernatant liquid among the centrifuged cells, 
the desorption of streptomycin was studied by dialysing 
a suspension of treated bacteria in cellophane bags 
against water or sodium chloride solution. The strepto- 
mycin was steadily desorbed from the organisms. In 
further experiments, a susceptible strain of B. cereus was 
exposed to streptomycin, diluted, and plated out on 
nutrient agar. No difference was observed between the 
rates of growth of treated and untreated bacteria, again 
indicating that the antibiotic was readily desorbed. 

The authors conclude that the persistent action of 
streptomycin which occurs in vivo after the blood con- 
centration has fallen below detectable limits cannot be 
explained by the slow desorption of the drug from the 
infecting organisms. [No experiments were made in the 
presence of plasma proteins.] L. G. Goodwin 


1997. Effect of Infused Streptomycin in the Mammary 
Gland 

C. R. Smit, W. E. PeTersen, and R. W. Brown. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 68, 216-219, May, 
1948. 3 refs. 


A solution containing 20,000 units of streptomycin 
per ml. in distilled water was infused in doses of 100,000 
to 500,000 units per quarter into the udders of 5 normal 
lactating cows, and in doses of 140,000 or 200,000 units 
per half-udder in a goat. The animals were milked out 
completely at intervals, and the streptomycin was 
determined in the milk by a modified cup-plate method. 
The concentration of antibiotic found in the milk varied 
with the dose given and with the milk production of 
the individual quarter, but did not fall below 20 units 
per ml. in any sample taken up to 24 hours after the 
infusion. The concentration in successive samples 
gradually decreased, but detectable amounts of strepto- 
mycin were still present after 48 hours. It is suggested 
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that the drug may be fixed locally in the tissues of the 
mammary gland, the amount diminishing as each milk 
sample is equilibrated with the tissues and removed. Ip 
the goat and in one of the cows, determination of strepto- 
mycin in the urine showed that a steady excretion of 
2 to 135 units per ml. took place for at least 32 hours, 
No streptomycin could be detected in the blood. The 
treatment caused no irritant effects upon the udder, and 
the pH and chloride content of the milk were unaffected. 
L. G. Goodwin 


1998. Disturbances of Colour Vision and Perspective Due 
to Streptomycin. (Poruchy barevného a perspektivniho 
vidéni po streptomycinu) 

E. and A. KLouseK. Casopis Lékatii Ceskych 
[Cas. Lék. ées.] 87, 549-551, May 7, 1948. 6 refs. 


The authors describe unusual toxic symptoms after 
administration of 2 g. of streptomycin to a patient 
suffering from a Bacterium coli infection of the upper 
intestinal tract. The patient received by injection | g. of 
streptomycin divided into 8 doses in 24 hours, and in 
addition | g. of streptomycin by a duodenal tube. Soon 
after the treatment started, the patient became unusually 
euphoric and complained of disturbances of colour 
vision and perspective, but these symptoms disappeared 
after the dose had been reduced to 1 g. daily. The 
authors diagnosed this case as a mild allergic encephalitis. 

J. Ungar 


1999. Streptomycin in Bubonic Plague 
C. Happap and A. VALERO. British Medical Journal 
[Brit. med. J.] 1, 1026-1027, May 29, 1948. 4 refs. 


Seventeen patients with bubonic plague from Haifa and 
district received hospital treatment in June and July, 
1947. Sulphadiazine 2 g., followed by 1 g. 4-hourly, 
was given as a routine and only 1 patient died. Three 
others, who were seriously ill on admission, and whose 
conditions got worse in spite of treatment, which in- 
cluded in 2 cases sulphonamides intravenously, were 
given streptomycin. They had all been treated by local 
practitioners for from 3 to 6 days before admission with 
penicillin and/or sulphathiazole. Pasteurella pestis was 
recovered in each case from buboes. Streptomycin in 
doses of 200 mg. 3-hourly produced marked improvement 
within 12 hours in 2 cases, while the third responded to 
300 mg. doses within 24 hours. All recovered. Buboes 
did not resolve, however, and went on to suppuration, 
requiring incision and drainage. Clement Chesterman 


2000. Effect of Streptomycin Aerosol on Friedlinder’s 
Pneumonia in Rats 

F. P. Haptey, A. M. LAuRENT, and J. M. ONSLow. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 68, 210-212, May, 
1948. 5 refs. 


Rats weighing 175 to 250 g. were infected by intra- 
bronchial inoculation with a strain of Friedlander’s 
bacillus in the mucoid phase, suspended in 6% mucin. 
A dose of 300 organisms (the MLD) caused death in 
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150 hours, and 30,000,000 organisms (100,000 MLD) 
killed in 50 hours. A dose of 50,000,000 organisms 
suspended in broth did not cause death. In infected 
animals there was consolidation, oedema, and necrosis 
of the inoculated lobe of the lung, with acute inflamma- 
tion and exudate around the other lobes. Lung abscess 
developed in some animals. Within 1 hour to 2 hours 
of inoculation, groups of 10 rats were placed in a chamber 
into which a mist of streptomycin in 0-85% saline was 
introduced. . The amount of drug inhaled by each rat 
during 15 minutes’ exposure was estimated to be 1,000 
to 2,200 jxg., but it is probable that the actual amount was 
less than this. Four treatments were given at 3-hourly 
intervals on each of 3 or 4 successive days. Of 30 rats 
inoculated with 30,000 to 100,000 MLD of bacilli, 
60 to 70% survived after treatment; all of 30 control 
rats died. With a smaller inoculum of 17,000 MLD, 
all of 10 rats survived and 8 of 10 controls died in 4 days. 
If the streptomycin was given intramuscularly in doses 
of 1,000 xg. or 500 pg. at the same time intervals, all of 
the rats survived. The greater efficacy of intramuscular 
injection compared with inhalation is thought to be due 
to the fact that streptomycin, unlike penicillin, is but 
slowly absorbed from the lung into the blood stream 
[see Abstract 2005]. The septicaemia which occurs is 
therefore less well controlled than if the drug is given 
parenterally. L. G. Goodwin 


2001. Grisein, an Antibiotic Produced by Certain Strains 
of Streptomyces griseus 

D. M. ReyYNoLps and S. A. WAKSMAN. Journal of 
Bacteriology [J. Bact.| 55, 739-752, May, 1948. 5 figs., 
5 refs. 


Relatively small numbers of strains of Streptomyces 
griseus produce antibiotics of any kind and the formation 
of streptomycin is limited to a certain few. Occasionally 
strains have been isolated which produce other anti- 
biotics. From the culture medium in which one such 
strain was grown an antibiotic, designated “ grisein ”, 
was isolated whose chemical properties and antibacterial 
spectrum are distinct from those of other well-known 
antibiotics. This antibiotic develops when S. griseus is 
grown in natural or synthetic fluid media as surface or 
submerged cultures. In order to eliminate the possi- 
bility that streptomycin production by the same strain 
might influence the estimation of grisein concentration 
in the metabolite, a streptomycin-resistant strain of 
Bacterium coli is used for assay purposes. The isolation 
and chemical properties of grisein are described. One 
of the most important differences between grisein and 
streptomycin is that the former remains unaffected by 
sulphhydryl compounds or carbonyl groups. The anti- 
bacterial spectrum of grisein has a similar pattern to that 
of streptomycin and streptothricin but is much narrower. 
Organisms resistant to these antibiotics may be sensitive 
to grisein but resistance to grisein appears to be déveloped 
more quickly than to streptomycin. The addition of 
gtisein in small amounts to streptomycin solutions has a 
synergistic effect on organisms sensitive to both sub- 
stances and appears to retard the development of resistant 
Strains. The fact that grisein is well tolerated by animals 


and is also active in vivo against organisms to which it is 
sensitive in vitro suggests that it may be of value in 
supplementing streptomycin therapy by suppressing the 
development of certain strains of coliform bacteria sensi- 
tive to its action. H. J. Bensted 


2002. Chloromycetin in the Treatment of Patients with 
Typhus Fever 

J. E. SMapev, A. P. Leon, H. L. Ley, and G. VARELA. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 12-19, May, 
1948. 6 figs., 5 refs. 


- On the results obtained in a limited number of cases 
(12 patients, of which 3 were adults and the remainder 
children), it is concluded that chloromycetin is relatively 
safe in the dosage employed; the results were sufficiently 
encouraging to warrant further clinical trials. The 
adult dose (the dose given to children was based on body 
weight), was | to 2 g. initially by mouth followed by daily 
doses of 0-2 g. 4-hourly (1 g. daily) for periods varying 
from 4 to 14 days. A recommended initial dose is 
40 mg. per kilo body weight, followed by a total daily 
dose of 35 mg. per kilo until obvious improvement in 
the patient’s condition is noted. Subsequently a daily 
maintenance dose of 20 mg. per kilo can be given until 
the fourteenth day. The course of the disease was 
followed by specific rickettsial complement-fixation and 
agglutination tests, as well as by the Weil—Felix test. The 
cases included both murine and epidemic types of typhus. 


' The improvement, if any, was not observed until the 


seventh or eleventh day of treatment. R. Wien 


2003. Administration of Chloromycetin to Normal Human 
Subjects 

H. L. Ley, J. E. SMADEL, and T. T. Crocker. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.|] 68, 9-12, May, 
1948. 2 figs., 4 refs. 


Two normal male subjects received a prolonged course 
of chloromycetin beginning with a single dose of 1 g., 
followed by 1 g. daily (divided into 0-2 g. doses 4-hourly) 
for 10 days. The amounts of the drug in blood and 
urine were determined by a method in which the 
inhibition by the antibiotic of the growth of Shigella 
sonnei is measured. Maximum levels of 5 to 10 yg. per 
ml. were obtained in blood within 2 hours of the initial 
dose, this level falling rapidly until none was detectable 
at 8 hours. Maximum levels in urine of about 200 yg. 
per ml. were obtained. R. Wien 


2004. Tuberculostatic Action of Chloromycetin in vitro 
and in vivo 

G. P. Youmans, A. S. YOuMANS, and R. R. OsBoRNE. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 67, 426-429, 
April, 1948. 8 refs. 


Chloromycetin, the antirickettsial antibiotic isolated 
from a Streptomyces species, was moderately tuberculo- 
static in vitro. Sub-surface growth of most strains of 
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human-type tubercle bacilli, at a concentration of 
0-01 mg. per ml. in Youmans’s synthetic medium, was 
completely inhibited by the antibiotic at concentrations 
of 6 to 12 yg. per ml. in the presence of 10% of serum, 
compared with less than | or 2 yg. per ml. of streptomycin 
or of p-aminosalicylic acid (PAS). Activity was much 
less affected by increasing the inoculum of bacilli than in 
the case of PAS. The bacteriostatic action of strepto- 
mycin or PAS was not improved by the addition of chloro- 
mycetin in vitro. In vitro tests in experimental tubercu- 
losis in mice failed to reveal chemotherapeutic action 
when chloromycetin was injected subcutaneously (in 
20% aqueous propylene glycol). Oral administration, 
however, at 0-5% and 0-25% of the diet, increased 
survival time; while there was little difference from the 
untreated controls in the amount of gross pulmonary 
disease at death or on termination of the experiment, 
microscopical examination revealed a greater tendency 
to proliferative-type lesions in the drug-treated groups. 
The authors conclude that chloromycetin is “ slightly 
effective for the suppression of experimental tuber- 
culosis ”’. P. D’Arcy Hart 
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2005. Penicillin and Streptomycin in Lungs and Blood 
Serum of Rats Following Inhalational and Intramuscular 
Administration 

A. M. Laurent, A. P. McILroy, and F. P. HADLEy. 
Proceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.| 68, 213-216, May, 
1948. 2 figs., 8 refs. 


Groups of 10 rats weighing 250 g. were treated with 
penicillin or streptomycin either by intramuscular in- 
jection or by exposure for 15 minutes to an atmosphere 
containing mist from a solution of the drug in saline. 
At intervals, pairs of rats from each group were anaes- 
thetized with ether and bled from the heart, the serum 
being separated. The lungs were removed aseptically, 
freed from blood, ground with sand and 1-5 ml. of saline, 
and centrifuged. The concentrations of antibiotic in the 
serum and lung extract from each animal were deter- 
mined by the activity against broth cultures of a haemo- 
lytic streptococcus (penicillin) or Friedlander’s bacillus 
(streptomycin). 

After the inhalation of a dose of 2,000 units of penicillin 
the lungs contained a much higher concentration than 
that produced by 5,000 units given intramuscularly. The 


’ level was maintained for 1 hour, and penicillin could still 


be detected in the lung after 2 hours. In the serum the 
concentration attained immediately after inhalation was 
0-33 unit per ml., falling to 0-04 unit per ml. in 1 hour. 
The corresponding concentrations after intramuscular 
injection of 2,000 units were 0-6 unit per ml. and 0-04 
unit per ml. respectively. Penicillin was therefore 
readily absorbed into the blood stream after inhalation. 
After the inhalation of a dose of 2,300 yg. of strepto- 
mycin, the amount of drug in the lungs remained large 
for 3 hours. In spite of this, the concentration in the 
serum never reached 1 jg. per ml., showing that strepto- 
mycin is poorly absorbed from the lung into the blood. 
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Intramuscular injection of 2,500 jg. gave a serum level 
of 15 wg. per ml. decreasing to 1 yg. per ml. in 3 hours; 
the lungs contained only about one-quarter of the 
quantity found after inhalation. L. G. Goodwin 


2006. Dynamics of the Action of Penicillin. Time—Dose 
Relationship in Human Streptococcic Disease 

E. Jawetz. Archives of Internal Medicine [Arch. intern, 
Med.] 81, 203-208, Feb., 1948. 11 refs. 


Penicillin G was administered by injection to 81 patients 
with streptococcal sore throat. Satisfactory clinical and 
bacteriological results were obtained with small doses 
given frequently (10,000 units 3-hourly) as with larger 
doses given at longer intervals (150,000 units 12-hourly), 
provided that they were continued for not less than 
4 days. [The nature of the penicillin vehicle is not dis- 
closed, but it has been assumed to be aqueous.] 

J. E. M. Whitehead 


2007. Oral Penicillin in the Treatment of Various 
Bacterial Infections 

J. A. Rospinson, H. L. Hirsu, and H. F. Dowtina. 
American Journal of Medicine [Amer. J. Med.] 4, 716-723, 
May, 1948. 53 refs. 


Penicillin tablets (sodium salt) buffered with calcium 
carbonate were administered orally in the treatment of 
various bacterial infections [strength of each tablet not 
given]. In all infections, except subacute bacterial 
endocarditis in which oral penicillin is not recommended 
because of the seriousness of the disease, the results 
were comparable with those obtained with parenteral 
penicillin. The total oral dose of penicillin was 5 times 
higher than the total intramuscular dose for the same 
infection. Toxic effects were less often observed 
with oral therapy, the results of which are tabulated as 
follows: 


Re- | Unim- 
Disease covered| proved Died Dosage-schedule 
Pneumococcal 109 — | 4 75,000 units every 3 hours 
pneumonia until afebrile for 48 to 
| 72 hours. 
Scarlet fever .. 94 — 0 125,000 units every 3 
hours for 5 days. 
Tonsillitis and 38 0 — 100,000 to 125,000 units 
pharyngitis. every 3 hours for 5 days. 
Erysipelas .. 6 0 100,000 to 125,000 units 
every 3 hours for 5 days. 
Otitis media .. 16 1 _ 100,000 to 125,000 units 
every 3 hours for 48 
hours after all evidence 
of active infection has 
| disappeared. 
Vincent’s angina 6 0 — 50,000 to 75,000 units 
every 2-3 hours for 3 to 
| 4 days. 
Infections of the 21 a _ 125,000 units every 
skin 3 hours for 5 days. 
Bacterial endo- 0 2 Oral penicillin not recom- 
carditis mended. 
Total .. 290 4 4 


Death occurred in 4 cases of pneumonia. Two patients 
were moribund on admission and died in a few hours. 
One had diffuse bronchopneumonia and _fibrinous 
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pericarditis and died 39 hours after treatment was started. 
The fourth case was in a woman of 98 who died of 
intestinal haemorrhage. 

[These figures are very impressive and the simplicity of 
oral therapy makes it a very desirable method of ad- 
ministering penicillin which should receive wider study.] 

S. Karani 


2008. Changes in the Bacterial Flora of the Throat and 
Intestinal Tract During Prolonged Oral Administration of 
Penicillin 

M. O. Lipman, J. A. Coss, and R. H. Boots. American 
Journal of Medicine [Amer. J. Med.] 4, 702-709, May, 
1948. 6 refs. 


The authors record their observations on changes in 
the normal bacterial flora of throat and intestinal tract 
during and after oral administration of amorphous 
penicillin (sodium salt). They selected 10 patients with 
rheumatoid arthritis, of different ages, attending the 
Arthritic Clinic of the Presbyterian Hospital, Columbia 
University, New York. Each adult received 1,000,000 
units and each child 500,000 units of penicillin a day for a 
prolonged period [exact duration of treatment not 
stated]. Morphological, biochemical, and serological 
studies of the organisms obtained from the throat and 
stool were made before, during, and after penicillin 
therapy and the following observations are recorded: 
(a) Bacterial flora of the throat consisting of predomin- 
antly Gram-positive cocci before treatment became pre- 
dominantly Gram-negative during treatment, and cessa- 
tion of therapy produced rapid reappearance of Gram- 
positive organisms. Gram-negative coliform bacillus 
were observed during treatment only. (5) Bacterial 
flora of the intestinal tract showed no significant change 
in the character of the organisms. The only change 
observed was a lower incidence of streptococcus-positive 
stool cultures during treatment, compared with periods 
before or after penicillin therapy. The authors also 
studied the penicillin-sensitivity of these organisms; there 
was no evidence to show that bacterial resistance to 
penicillin developed during the prolonged therapy. The 
effect of penicillin therapy on rheumatoid arthritis is not 
discussed. S. Karani 


2009. Fate and Distribution of Penicillin in the Body. I. 
Circulation of Penicillin in the Lymph 

R. J. SCHACHTER. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N. Y.] 68, 29-34, May, 1948. 3 figs., 8 refs. 


Experiments on 23 dogs were undertaken to determine 
the concentration of penicillin in the lymph in relation 
to that in the blood, since it was thought that this might 
throw light on its fate in the body, the drug being retained 
in the tissues and urine long after its disappearance from 
the blood stream. Lymph was obtained from a cannula 
tied into the thoracic duct in anaesthetized animals, 
After intravenous or intramuscular injection of 20,000 i.u. 
of penicillin it was retained longer in the lymph than in 
the blood. For example, after intravenous injection, 
the level in serum after 3 hours was 0-125 unit per ml. 


and at 4 hours none was detectable; in lymph the levels 
were 0:25, 0-125, 0-06, and 0-03 unit per ml. at 3, 4, 5, 
and 6 hours respectively. A bacteriostatic level appeared 
earlier in blood than inlymph. The penicillin concentra- 
tions in the liver and kidneys closely followed those in 
lymph. Similar results were obtained after the intra- 
muscular injection of penicillin in oil. The appearance 
of penicillin in the blood earlier than in the lymph sug- 
gested that the absorption of penicillin takes place 
through the blood capillaries. The prolongation of the 
presence of penicillin in the lymph is of interest, con- 
sidering the part played by the lymphatics in certain 
infections. R. Wien 


2010. Penicillin in the Cerebrospinal Fluid Following 
Parenteral Penicillin 

W. P. Bocer, R. B. BAKER, and W. W. WILSON. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine (Proc. Soc. exp. Biol., N. Y.] 68, 101-106, May, 
1948. 2 figs., 26 refs. 


Twenty-six patients suffering from syphilis of the 
central nervous system (paresis) were treated with 
100,000 units of penicillin intramuscularly every 3 hours 
for 3 days, followed by the same dose of penicillin 
together with 3 g. of caronamide (4’-carboxyphenyl- 
methane sulphonanilide) orally every 3 hours for a 
further 5 days. Caronamide was given since it inhibits 
excretion of penicillin by the renal tubules, yielding 
higher concentrations of penicillin in the plasma. After 
the 5 days of the penicillin therapy alone, in 15 patients 
the levels in the cerebrospinal fluid ranged from 0-019 
to 0-052 unit per ml. At the end of the further period of 
5 days (during which caronamide was given as well), in 
20 patients concentrations of penicillin in the cerebro- 
spinal fluid ranged from 0-026 to 2-5 unit per ml. The 
levels obtained were considered to be therapeutically 
significant since a concentration of 0-03 unit per ml. is 
usually sufficient to inhibit the growth of organisms such 
as streptococci, meningococci, and staphylococci. A 
lengthy discussion is given on the penetration of penicillin 
through the blood-brain barrier. R. Wien 


2011. Cytochemical Mechanisms of Penicillin Action. 
VI. The Influence of Cobalt on the Optimal Bacteriostatic 
Concentration of Penicillin 

R. Pratt and J. Durrenoy. Journal of Bacteriology 
[J. Bact.) 55, 727-738, May, 1948. 5 figs., 29 refs. 


Previous papers by these authors have drawn attention 
to the enhancement of the antibacterial action of penicil- 
lin by the addition of low concentrations of cobalt which 
do not by themselves inhibit multiplication of the 
organism under test. This work has been extended and 
the question of optimal concentration of penicillin has 
also been examined. 

Organisms depending for their survival on the absorp- 
tion of glutamic acid from the substrate are penicillin- 
sensitive. This and similar observations suggest that 
the effect of penicillin may be traceable ultimately to 
dehydrogenation of reduced glutathione to oxidized 
glutathione resulting largely from the increased metabolic 
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rate induced by appropriately low concentrations of 
penicillin. The most effective bacteriostatic concentra- 
tion of the drug would then be one that promotes de- 
hydrogenation faster than rehydrogenation can restore 
the —SH groups, and this would be the minimal concen- 
tration capable of inducing irreversible injury to the 
bacterial cells. 

The threshold concentration of penicillin required to 
check the growth of Staphylococcus aureus in serial 
dilutions was found to be 0-01 unit per ml., but when the 
broth contained 1 mg. cobalt chloride per litre the 
threshold value was 0-001 unit per ml. It is submitted 
that the effectiveness of cobalt in lowering this threshold 
is due to the accelerated formation of complexes involving 
sulphhydryl groups. The irreversible change which 
occurs when the penicillin concentration is optimal is 
associated with changes in the morphology of the 
bacterial cells and their reaction to vital stains. These 
morphological changes do not occur when the concentra- 
tion of penicillin is increased significantly. 

H. J. Bensted 


2012. Local Penicillin Therapy with ‘‘ Peniciplast ”’. 
(Zur lokalen Penicillin-Therapie mit Peniciplast) 

O. HASLAUER. Wiener Klinische Wochenschrift [Wien. 
klin. Wschr.) 60, 331-333, May 28, 1948. 32 refs. 


Owing to the shortage of penicillin in Austria a local 
product named “ peniciplast ’’ has been used in 139 cases 
of purulent inflammations and in 11 cases with recent 
wounds. Peniciplast consists of an actively growing 
and penicillin-producing strain of Penicillium notatum 
on an agar substrate containing several nutrient sub- 
stances not further defined. This preparation is stated 
to contain about 10,000 units of unpurified penicillin. 
It has been applied as a local dressing, the lower surface 
of the agar preparation being applied directly to the 
lesions. These dressings were changed at least every 
48 hours. Out of a total of 150 cases 6 were treated 
unsuccessfully. Two of these were cases of osteomyelitis 
of the finger phalanx, 2 were cases of carbuncles due 
to penicillin-resistant or penicillinase-forming micro- 
organisms, and 2 were cases of varicose ulcers in which 
failure was ascribed to poor local circulation. 

K. S. Zinnemann 


2013. Evidence for an Electrostatic Field on Penicillin 
Assay Plates 

J. DUFRENOY and R. Pratt. Nature (Nature, Lond.) 161, 
849-850, May 29, 1948. 1 fig., 9 refs. 


When bacteria are lysed changes in electric charge 
occur. These changes in electric charge can be demon- 
strated on penicillin assay plates by treatment with 
electronegative or electropositive colloids suspended in 
buffers at pH levels above or below the isoelectric range 
of the nucleoproteins present. When bacteria are lysed 
by penicillin there is increased electronegativity in the 
regions of enhanced growth and increase of positive 
charges in the zones of inhibition, no similar changes are 
seen on unseeded plates exposed to penicillin. 

G. M. Findlay 


2014. Stabilization of Penicillin-salt Solutions with 
Sodium Citrate. [In English] 

L. HAHN. Biochimica et Biophysica Acta (Biochim, 
biophys. Acta, Amst.] 2, 113-120, March, 1948. 1 fig, 
7 refs. 


The author has previously shown (Lancet, 1947, 252, 
408) that a concentration of one three-hundredth molar 
to one four-hundredth molar sodium citrate in 0-9% 
sodium chloride has an optimum stabilizing effect on 
solutions containing 5 units per ml. of sodium penicillin, 
Although the stability of penicillin salts in aqueous 
solution is conditioned by such factors as pH, tempera- 
ture, purity, salt concentration, and the addition of 
buffers, the author shows that the stability conferred by 
citrate is maintained in the much higher concentrations 
of sodium and calcium penicillins used in clinical treat- 
ment. Such solutions can be sterilized in ampoules and 
subsequently maintained at room temperature; solutions 
of 5,000 units of penicillin per ml. in one-fortieth molar 
sodium citrate in 0-9°% sodium chloride were kept for 
15 minutes at 100° C. and the ampoules then maintained 
at room temperature; 80% of the penicillin was still 
present after 25 days. Malcolm Woodbine 


2015. Enhancement of Penicillin Effectiveness by Traces 
of Cobalt 

L. A. Strait, J. DuFRENoy, and R. Pratr. Journal of 
the American Pharmaceutical Association, Scientific 
Edition [J. Amer. pharm. Ass., Sci. ed.| 37, 133-135, 
April, 1948. 1 fig., 9 refs. 


The addition of traces of cobalt (CoCl,.6H,O) in a 
concentration of 0-1 to 10 parts per million to the agar 
plates in the assay of penicillin (crystalline penicillin of 
potency 1,560 units per mg.) produced a marked increase 
in the diameters of the zones of inhibition. This result 
was obtained with Staphylococcus aureus, Bacterium coli, 
Proteus vulgaris, and Bacillus subtilis. The effect of 
cobalt was to increase the potency assay of penicillin 
2 to 4 times. These results were obtained after short 
periods of incubation (2 to 3 hours).. Of equal interest 
was the effect on a penicillin-resistant organism, Bact. 
coli. On agar plates infected with Bact. coli, 10 units 
per ml. of penicillin was required to produce zones of 
inhibition of about 12 mm. diameter, whereas with the 
addition of only 0-1 mg. per litre of cobalt chloride 
(0-1 part per million) only 1 unit per ml. of penicillin 
was required to produce zones of inhibition of the same 
size. It is suggested that the effect of cobalt may be due 
in some measure to a stimulation of the growth of 
bacteria, rendering them more susceptible to the action of 
penicillin while in the logarithmic phase of growth. 

R. Wien 


2016. Quantitative Sensitisation of a Penicillin-resistant 
Staphylococcus 

H. I. Winner. Lancet [Lancet] 1, 674, May 1, 1948. 
1 fig. 


The author has confirmed a previous report (Voureka, 
Lancet, 1948, 1, 62) that penicillin-resistant organisms can 
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be rendered sensitive by growing them in contact with 
penicillin-sensitive organisms. A resistant strain of 
Staphylococcus aureus developed sensitivity after incuba- 
tion in broth for 4 hours with a penicillin-sensitive strain 
of Streptococcus pyogenes. By growing the staphylo- 
coccus before and after sensitization in the presence o { 
varying concentrations of penicillin it was shown that 
its sensitivity had been increased 200 times. No further 
increase of sensitivity could be produced when the 
sensitized staphylococcus was incubated with Strep. 
pyogenes for a further period of 4 hours. It was also 
observed that the sensitizing strain of streptococcus 
became resistant to penicillin after incubation with the 
original resistant strain of staphylococcus. 
D. J. Bauer 


2017. Significance of the Gram Test for Bacteria in 
Relation to Penicillin Bacteriostasis 

M. GeorGe and K. M. PANpDALal. British Medical 
Journal (Brit. med. J.] 1, 1028-1029, May 29, 1948. 
7 refs. 


Following on their work on the influence of nucleic 
acids on penicillin bacteriostasis of Gram-positive 
organisms (Brit. med. J., 1947, 2, 210), these authors now 
report the effect of added magnesium ribonucleate on 
the growth of Gram-negative organisms (Bacterium coli) 
when the latter are in contact with penicillin. Mag- 
nesium ribonucleate alone cannot convert Gram- 
negative bacilli into Gram-positive bacilli and cannot 
increase the penicillin-sensitivity of relatively insensitive 
organisms; indeed their resistance is increased. The 
authors find, however, that magnesium ions, quite apart 
from the ribonucleate moiety, do exert a favourable 
influence on the inhibitory power of penicillin on the 
growth of Bact. coli. The presence of 0-1% magnesium 
sulphate reduced the bacteriostatic dose of penicillin 
from 12 units per ml. to about 8 units per ml. 

H. J. Bensted 


2018. Mechanism of the Topical Effect of Penicillin G in 
Experimental Local Streptococcal Infections 

E. GRUNBERG, R. J. SCHNITZER, and C. UNGER. Yale 
Journal of Biology and Medicine [Yale J. Biol. Med.} 20, 
479-486, May, 1948. 7 refs. 


Mice were inoculated subcutaneously with penicillin G 
and group B streptococci. The site of infection became 
sterile between 5 and 6 hours after inoculation, yet 
penicillin was no longer detectable in any quantities in 
the subcutaneous tissue after about 2 hours. The 
authors explain this discrepancy by the assumption that 
the organisms are irreversibly damaged during the 
first hours, and that these damaged cocci are subse- 
quently destroyed by the defence mechanism of the host. 

R. Salm 


2019. Dermatitis Due to the Preparation and Administra- 
tion of Penicillin Solution 

W. C. Marcu and W. N. New. United States Naval 
Medical Bulletin [Nav. med. Bull., Wash.] 48, 391-394, 
May-June, 1948. 2 figs., 4 refs. 
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SULPHONAMIDES 


2020. Sulphanilamide Inhibition of Carbonic Anhydrase 
in Whole Blood 

D. J. ANDERSON and L. C. THOMSON. Journal of 
Physiology [J. Physiol.] 107, 203-209, March 15, 1948. 
1 fig., 9 refs. 


Blood was withdrawn from volunteers‘in such a man- 
ner that it could be kept under a paraffin seal as soon as 
it was taken from the vein. The blood was then exposed 
to air by allowing it to drop through wide tubes of either 
8 or 30 ft. (2-4.or9 m.) inlength. Plasma CO, concentra- 
tion was measured before and after the exposure to air, 
and the difference was used as a measure of the CO, loss. 

It was found that the addition of concentrations of 
sulphanilamide of over 50 mg. per 100 ml. caused a delay 
in the liberation of CO,. This was probably due to an 
inhibition of the enzyme carbonic anhydrase. This 
effect is probably negligible with therapeutic concentra- 
tions of sulphanilamide—that is, up to 10 to 15 mg. per 
100 ml. of blood. G. A. H. Buttle 


2021. Protective Action of Methionine Against the 
Thyroid Hyperplasia due to the Action of Sulphonamides. 
(Action protectrice de la méthionine a l’égard de I’ hyper- 
plasie thyroidienne d’origine sulfamidique) 

A. ASCHKENASY, G.-J. ROLLAND, and C. POLONOVSKI. 
Comptes Rendus Hebdomadaires des Séances de Académie 
des Sciences [C.R. Acad. Sci., Paris] 226, 1757-1759, 
May 24, 1948. 2 figs. 


The bacteriostatic action of sulphonamides is inhibited 
by methionine. When 0-4% of sulphadiazine is added . 
to the diet of rats goitre results, but if 0-3% d/-methionine 
is given the action of sulphadiazine on the thyroid gland 
is no longer seen. In rats fed on sulphadiazine alone 
the thyroid was greatly hypertrophied with very little 
colloid; when methionine was added the thyroid was 
normal in appearance. The mechanism by which 
methionine inhibits the goitrogenic action of sulpha- 


diazine is unknown. G. M. Findlay 
2022. Production of Aminobenzoic Acids by Bacteria 
Resistant to Sulphonamides 


R. LemBeraG, J. P. CALLAGHAN, D. E. TANDy, and N. E. 
GoLDsworTHy. Australian Journal of Experimental 
Biology and Medical Science {Aust. J. exp. Biol. med. Sci.] 
26, 9-27, Jan., 1948. 24 refs. 


The authors, working in the Institute of Medical 
Research of the Sydney Royal North Shore Hospital, 
have attempted to elucidate the phenomena of natural 
and acquired drug-resistance by investigations on a strain 
of Bacterium coli commune, with particular reference 
to the production of p-aminobenzoic acid by the organism. 
Attempts were made to develop a method of extraction 
and separation of aromatic amino-acids sufficiently 
sensitive for the low concentrations found in bacterial 
cultures, and the method adopted was to transform the 
acids into azo-dyes by diazotising and coupling with 
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dimethyl-«-naphthylamine, to separate the acid from the 
non-acid dyes, and to separate the acid dyes by chromato- 
graphy. The experiments were carried out with small 
inocula of some 1,000 organisms per ml., a basal syn- 
thetic medium, and sodium sulphathiazole for inculcating 
sulphonamide resistance. 

The strain of Bact. coli produced diazotisable amino- 
acids in the supernatant, the major portion being anthra- 
nilic acid with only a small amount of p-aminobenzoic 
acid after adaptation to the sulphathiazole; no more p- 
aminobenzoic acid was produced than with the parent 
susceptible strain. Further, the amount of p-amino- 
benzoic acid was insufficient to account for resistance to 
the sulphathiazole—and this held for the sum of o- and 
p-aminobenzoic acids produced. The production of 
anthranilic acid was variable and decreased with the 
number of subcultures. 

The authors conclude that p-aminobenzoic acid produc- 
tion cannot be invoked to explain the drug-resistance of 
Bact. coli and that if the Woods—Fildes theory, that an 
enzyme operating on p-aminobenzoic acid as substrate 
is inhibited competitively by sulphonamides, is to be 
retained then drug-resistance must be interpreted as due 
to the development of an alternative metabolic mechan- 
ism by the organism. While admitting that there is no 
evidence that the same mechanism applies to all organ- 
isms, the authors point out that failure to produce an 
increase in p-aminobenzoic acid by one necessitates a full 
investigation of other organisms. Malcolm Woodbine 


2023. Investigation of Some Newer Sulfonamides as 
Intestinal Chemotherapeutic Agents 

H. J. FLorestaNno and M. E. Bauer. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col.] 92, 196-206, Feb., 1948. 1 fig., 23 refs. 


Preliminary chemotherapeutic studies of 2-sulphanil- 
amido-5-carbamylthiazole (SC), 2-(N‘*-succinamylsul- 
phanilamido)-thiazole (ST), and 2-(N*-succinylsulphanil- 
alnido)-1,3,4-thiadiazole (SD) are described. SC differs 
from sulphathiazole in having a carbamyl group in the 
5 position, a substitution which markedly reduced the 
blood concentrations in mice after single oral doses of 
1 g. per kg., compared with sulphathiazole. Its marked 
antibacterial action against coliform organisms in mice 
and dogs is apparently due to the drug itself, since the 
latter is stable to autoclaving. ST differs from succinyl- 
sulphathiazole in the replacement of a carboxy group 
with a carbamyl group, resulting in a more easily hydro- 
lysed drug. Blood concentrations after administration 
of 1 g. per kg. orally to mice and dogs were low com- 
pared with those of succinylsulphathiazole but the drug 
was only about a third as effective in reducing the 
coliform counts of faeces of groups of mice given 2-2 g. 
per kg. daily. 

The compound SD is a succinyl derivative of sulpha- 
thiadiazole, less well absorbed than “ sulphathalidine ” 
in mice and dogs given 1 g. per kg., although there 
appears to be less free drug (SD) in dog faeces. Anti- 
coliform activity of SD, compared with that of sulpha- 
thalidine, was greater in mice and the same in dogs. 
George Brownlee 


2024. A Clinical Evaluation of a Recent Sulfonamide: 
Nu-445 

R. S. RopGers and F. H. Cosy. Journal of Urology 
[J. Urol.] 59, 659-663, April, 1948. 2 refs. 


The new sulphonamide, “* Nu-445 ” is 3,4-dimethyl-5. 
sulphanilamido-isoxazole. The authors have used this 
compound in 20 cases of urinary infection caused by 
various Gram-negative organisms, chiefly Bacterium 
coli, Proteus vulgaris, and Pseudomonas pyocyanea. By 
in vitro experiments, they found that the drug was most 
effective at a pH of between 7:0 and 8-0. The urine of 
all patients was therefore rendered alkaline during the 
treatment by the administration of sodium citrate. The 
usual daily dose of Nu-445 was 4 g., but some patients 
received 8 g. and others even 12 g. daily. There was no 
response in 13 cases, but 7 showed definite improvement. 
There appeared to be no relation between the levels of the 
drug in blood or urine and the clinical results. Some of 
the good results were observed in patients receiving the 
smaller dose---In none of the cases was there any com- 
plicating factor such as a foreign body or an inlying 
catheter. Crystalluria did not occur. In 3 cases the 
treatment had to be stopped because of toxic symptoms. 

Thomas Moore 


TOXICOLOGY 


2025. Influence of BAL on the Toxicity and Chemo- 
therapeutic Activity of Mapharsen 

N. Ercouit and W. Witson. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 92, 12\- 
126, Feb., 1948. 9 refs. 


Albino mice (weighing 18 to 30 g.) infected intra- 
peritoneally with 0-5 ml. of a suspension containing 10 
Trypanosoma equiperdum per microscope field (400 
magnification) die within 3 to 4 days. A single sub- 
cutaneous dose of 5 mg. “ mapharsen” per kg. given 
after 44 to 48 hours sterilized 71% of mice; doses of 
1-2 mg. per kg. are trypanocidal, but relapses occur. As 
litle BAL as one-eighth to one-half the weight of 
mapharsen will interfere with the sterilizing dose, while 
as much BAL as | to 2:7 times the mapharsen dose is 
needed to cause loss of trypanocidal activity. It is 
possible that BAL mobilizes in the first hour after injec- 
tion the arsenic in the blood and aids its rapid excretion, 
thus retaining the therapeutic effect but decreasing the 
curative action. Further, the therapeutic effect in try- 
panosome infection is accompanied by immune reactions. 

George Brownlee 


2026. The Inhibition of Thiol Enzymes by Lachrymators 
J. F. MackwortH. Biochemical Journal (Biochem. 
42, 82-90, 1948. 8 figs., 21 refs. 


This interesting paper deals with fundamental investiga- 
tions into the mode of action of lacrimators carried out 
in 1941 in the Biochemical Department of the University 
of Cambridge. The author shows that various lacrima- 
tors inhibit all the enzymes which are generally accepted as 
thiol enzymes. Inhibition is progressive and irreversible 
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except in the case of the action of chloropicrin on yeast. 
The enzymes can be protected by reduced glutathione, 
cysteine, or denatured enzyme. Lacrimators also inhibit 
the respiration of muscle and the fermentation and 


- respiration of glucose by yeast. It is suggested that they 


act like iodoacetate in that they combine irreversibly 
with thiol groups in the enzyme, but they are much more 
powerful than iodoacetate. [The vast amount of technical 
information cannot be abstracted satisfactorily and the 
interested reader is recommended to consult the original 
paper. ] G. R. Cameron 


2027. The Metabolism of the Lungs from Normal Mice 
and from Mice Exposed to Phosgene 

BoyLAND and F. F. McDonaLp. Biochemical 
Journal {Biochem. J.] 42, 68-71, 1948. 3 refs. 


The lungs of young adult mice are sufficiently small to 
allow of measurement of metabolism in the Warburg 
apparatus without mincing. Mean values of 7-3 for 
Qo, and 3-0 for Q,Ne were found. No great changes in 
the lung metabolism were observed in mice exposed to 
phosgene. It is therefore unlikely that phosgene oedema 
of the lungs is due to poisoning of enzymes concerned 
with glycolysis or respiration in the lungs. 

G. R. Cameron 


2028. Studies on Experimental Phosgene Poisoning. V. 
Infusions in the Treatment of Experimental Phosgene 
Poisoning 

H. D. Bruner, M. H. Gipson, M. D. McCarthy, R. D. 
Bocue, T. R. Tartsot, J. S. Lockwoop, and G. B. 
SANDERS. Annals of Internal Medicine [Ann. intern. 
Med.) 28, 1125-1131, June, 1948. 15 refs. 


In phosgene poisoning the transudation of plasma into 
the pulmonary alveoli leads to two functional derange- 
ments, either of which is potentially lethal. One is the 
obstruction to pulmonary gaseous exchange due to the 
physical presence of this fluid in the alveoli and eventually 
in the bronchioles; the development and magnitude of 
this lesion can be evaluated by observing the arterial 
oxygen saturation. The second is loss of circulating 
plasma volume which results in a state very similar to 
secondary or surgical shock. On the whole, as is very 
clearly pointed out in the’present paper, attempts tocontrol 
the haemoconcentration and to restore the plasma volume 
by infusions sometimes aggravate the double lesion either 
temporarily or fatally. G. F. Walker 


2029. Ethylene Glycol Poisoning. A Clinical and 
Pathological Study of Three Cases 

P. O. HAGEMANN and T. R. CHIFFELLE. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.) 33, 
573-584, May, 1948. 7 figs., 18 refs. 


Ethylene glycol (HOCH,CH,OH) is used in anti- 
freeze mixtures and is highly toxic when ingested—much 
more so than propylene or diethylene glycol. Jn vivo it 
is oxidized to oxalic acid and then to glycollic acid. 
Three cases of fatal poisoning with ethylene glycol are 
described. They were investigated in the Washington 


“of drinking ethylene glycol. 


School of Medicine, the Barnes Hospital, St. Louis, and 
Yale University. Full pathological details, with photo- 
micrographs, are given. All were characterized by 
coma, acidosis, convulsions, and death within 24 hours 
The actual quantities 
drunk were not determinable. The primary lesion in 
these cases was widespread capillary damage. Haemor- 
rhages in pleura, lung, heart, pericardium, kidney, and 
brain were found. Oedema and fatty infiltration were 
present in the liver, and calcium oxalate crystals were 
found in the kidney tubules and brain. Ethylene glycol 
was widely distributed in the body tissues and urine 
(the analytical technique is described in detail). Formal- 
dehyde was also detected in small quantities in the urine. 
Whether death results from chemical meningitis or oxa- 
late poisoning has been controversial. The authors 
feel that oxalate formation is comparatively unimportant 
in these cases. Treatment was unavailing. Measures 
tried included gastric lavage and liberal administration 
of alkalis and fluids, sodium lactate, magnesium sulphate 
(for convulsions), and oxygen. T. E. Graham 


2030. The Comparative Toxicity of Cryolite for Rats and 
for Rabbits 

E. J. LarGent. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 30, 92-97, March, 1948. 
1 fig., 4 refs. 


Previous investigators have obtained contradictory 
evidence on the toxicity of cryolite for different animals. 
In the present investigation the effects of natural 
cryolite and synthetic cryolite were compared, and 
the rate of elimination of natural cryolite was deter- 
mined. Aqueous suspensions of cryolite were intro- 
duced into the stomach of rats through a blunt metal 
tube, and into the stomach of rabbits through a rubber 
catheter. Rats were found to survive exceedingly 
large doses (up to 80 g. per kg.) of natural and of syn- 
thetic cryolite. This must have been due to the rapid 
elimination of the cryolite from the digestive tract. 
On the other hand, rabbits were killed by the administra- 
tion of 9 to 12 g. per kilo of cryolite; this seems to have 
been due to partjal retention of the cryolite for a much 
longer period within the gastro-intestinal tract. The 
concentrations of fluoride in the blood of rats to which 
16 g. per kg. of cryolite had been administered were much 
lower than those found in the blood of rabbits given 
either cryolite or sodium fluoride. Observations sug- 
gested that synthetic cryolite may be slightly more toxic 
than the natural mineral. H. M. Vernon 


2031. Methyl Bromide Poisoning. (L’intoxication par 
le bromure de méthyle) 

J. DECHAUME, L. BourRAT, B. SCHOTT, and —. BUFFARD. 
Journal de Médecine de Lyon [J. Méd. Lyon] 29, 297-305, 
May 5, 1948. 


Six cases of methyl bromide poisoning were observed 
by the authors. A study of these cases suggests that the 
poison takes particular effect on the upper cerebellar 
peduncles, the red and dentate nuclei, and the corpus 
striatum. The odour is not strong, so that inhalation 
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may occur without the victim’s knowledge. Symptoms 
may develop from 1 month to 7 months after exposure 
has ceased, but more acute illness may develop within 
2 days. Prodromal symptoms are usual. These are head- 
ache, nausea, vertigo, tremors, and painful hyperacusis. 
Dysarthria occurs with distortion of the peri-buccal 
musculature. In graver cases the cerebellar and labyrin- 
thine symptoms are more evident. There may be 
somnolence, confusion, or coma or depression. Motor 
symptoms are rare, the pyramidal cortex generally 
escaping. There may be tremors and myoclonic move- 
ments. It is stated that there are no special methods of 
investigation which throw light on the presence of this 
form of poisoning. Some of the cases recorded resembled 
those due to Kojévnikov’s syndrome (epilepsia partialis 
continua). The later the onset of symptoms the less 
acute the course and the better the chance of recovery. 
Symptoms may persist for from 12 to 15 months. Death 
is generally confined to acute cases. 

Although adrenaline is suggested in treatment to lessen 
cerebral capillary vasodilatation, it does not seem to be 
of much benefit. The intractable myoclonias present a 
problem, though hyoscine therapy is said by some to 
be valuable. Prophylaxis lies in strict control in the 
construction and manipulation of apparatus. 

G. C. Pether 


2032. Emetine Toxicity in Man: Studies on the Nature 
of Early Toxic Manifestations, their Relation to the Dose 
Level, and their Significance in Determining Safe Dosage 
G. KLATSKIN and H. FRIEDMAN. Annals of Internal 
Medicine [Ann. intern. Med.] 28, 892-915, May, 1948. 
2 figs., 55 refs. 


This article places upon a sound scientific foundation 
with a superstructure of careful clinical observation the 
whole subject of emetine toxicity in man. 

Emetine has a selective toxic action upon muscle and 
accordingly groups of manifestations may be observed 
in the skeletal muscles, in the alimentary tract, in the 
heart, and in the nerve-muscle end-plates. Clinically the 
toxic phenomena are well recognized and understood. 
Diarrhoea is extremely common and is due to increased 
peristalsis. Nausea and vomiting may be similarly 
caused, although it is believed that both are central in 
origin. Depressive changes in the myocardium can 
easily be demonstrated in a large proportion of cases by 
serial electrocardiographic studies. So-called emetine 
‘“* neuritis ” is really a myositis and may be very trouble- 
some. Curiously enough, some of the toxic manifesta- 
tions of emetine subside with more intensive administra- 
tion, but this does not apply to myocarditis and myositis. 
If either of these develop the drug must be stopped forth- 
with. For the same reason, after a course of emetine, 
patients should be kept under electrocardiographic, and 
general clinical, observation because sometimes the toxic 
action of emetine is strikingly delayed. 

[The lesson of this lengthy and valuable paper would 
appear to be that emetine has a wide range of toxic effects, 
but these can be avoided by giving it in carefully con- 
trolled courses, in full doses with substantial rest periods. ] 

G. F. Walker 


PHARMACOLOGY AND THERAPEUTICS 


BLOOD TRANSFUSION 


2033. Prothrombin Activity of “‘ Stored Human Blood ” 
F. J. Scuittinc, A. DE NATALE, and L. A. Ami, 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 215, 415-418, April, 1948. 2 figs., 19 refs. 


A study is described of prothrombin activity in 50 
different samples of stored human blood selected at 
random. In each case 500 ml. of blood was withdrawn 
and mixed with 125 ml. of acid—citrate—dextrose solution 
and the resultant mixture examined daily for 21 days. 
The technique of the Link-Shapiro modification of 
Quick’s method, with rabbit lung as the source of 
thromboplastin, was followed. For further technical 
details the original paper should be consulted. 

The authors conclude that prothrombin activity or 
rate of prothrombin conversion in stored blood is in- 
creased during the first 4 to 5 days and is normal from the 
fifth to the seventh day. They suggest that the increased 
prothrombin activity during the first few days of storage 
is probably due to the disintegration of platelets, which 
liberate thromboplastin. Thereafter the prothrombin 
activity slowly falls to 47-7% by the twenty-first day. 
They therefore consider that stored blood can be used 
with success during the first week of storage in the 
treatment of hypoprothrombinaemia. 

Janet Vaughan 


2034. Isoimmunization with the A and B Factors and its 
Relation to Hemolytic Disease of the Newborn 

S. H. Potayes and J. MCNALLY. American Journal of 
Clinical Pathology [Amer. J. clin. Path.| 18, 375-386, 
May, 1948. 4 figs., 16 refs. 


The effect of heterospecific pregnancy on anti-A and 
anti-B agglutinin titre in mothers was studied in 259 
women and children. The authors state: ‘‘ The results 
seem to indicate that gestation, particularly when it is 
heterospecific, is associated with an increase in the 
isohaemagglutinin titre, as compared to the titres found 
in children and in multigravidas and primiparas with 
compatible pregnancies”. Four babies with conditions 
simulating erythroblastosis foetalis were also studied; 
the authors state that the Rh and Hr factors were ex- 
cluded as immunizing antigens. In each case a high 
anti-A or anti-B titre was recorded in the mother. 

John Murray 


2035. Iso-agglutinins in Cord Blood 

R. Jakospowicz and L. M. Bryce. Medical Journal of 
Australia [Med. J. Aust.] 1, 669-673, May 29, 1948. 
15 refs. 


Cord blood from 355 babies was examined for anti-A 
and anti-B agglutinins. The authors state that anti-A 
and anti-B agglutinins do not filter through the placenta 
like bacterial immune bodies or Rh antibodies. They cite, 
among others, a case in which the maternal antibody 
titre was 2,000 but no agglutinins could be demonstrated 
in the cord blood. A and B agglutinins appear oftener 
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if she is of group A or B, and generally the agglutinins in 
the foetus are very weak, or may be completely absent. 
However, in four cases agglutinins incompatible with the 
baby’s cells were found in the cord blood. It is suggested 
that these were immune bodies whose formation was 
stimulated by the foetus in each case, and that the 
immune bodies are smaller, and can therefore cross 
the placenta easier than natural « and*f agglutinins. 
The authors believe that the mother provides the antibody 
found in cord blood in cases of homospecific pregnancy 
in which the antibody could have arisen in the mother or 
foetus. John Murray 


INSECTICIDES AND REPELLENTS 


2036. Studies on the Use of DDT and Phenyl Cellosolve 
for Control of Pediculosis in Villages in Colombia 

J. A. Montoya and P. P. OsEjo. American Journal of 
Hygiene [Amer. J. Hyg.] 47, 247-258, May, 1948. 2 figs., 
11 refs. 


Louse-borne typhus is endemic in certain small 
highland communities in Colombia, where the inhabitants 
live under ideal conditions for the propagation and 
spread of lice. The experiments described in this paper 
were undertaken, first to determine whether DDT dusted 
on the body and on fomites, and used in combination with 
“ phenyl cellosolve ” applied to the head, would provide 
an effective and inexpensive method of delousing the 
inhabitants of such isolated rural villages, and secondly to 
assess the minimum frequency of application of these sub- 
stances necessary to maintain the louse infestation index 
at a level sufficiently low to render unlikely the trans- 
mission of louse-borne typhus on a significant scale. 

“Two studies of 1-year duration of louse control 
among the inhabitants of two small primitive Colombian 
communities are described. In one, techniques and 
administrative methods were developed for mass delousing 
procedure using DDT-10 and 5 per cent phenyl cello- 
solve lotion with the objective of maintaining the louse- 
infestation rate at a level sufficiently low to render un- 
likely the transmission of louse-borne typhus. In the 
other, the objective was to determine the time interval 
for the louse infestation to reach its original level follow- 
ing one single application of the insecticides to as many 
of the inhabitants as could be reached.” 

Hand dusters were used exclusively for applying the 
DDT-10, while the 5% phenyl cellosolve was rubbed on 
the scalp in the form of a shampoo. Two weeks before 
the application of the insecticides, a complete census was 
made of the population and buildings, sketch maps of 
the towns were prepared, and the buildings were all 
numbered, while a propaganda campaign, sponsored by 
the ecclesiastical and civil authorities, was instituted. In 
addition to these verbal appeals “* small bars of soap and 
combs, as well as some linens and clothing, were also 
distributed to the poorest inhabitants in order to assist 
further in arousing public collaboration”. In spite of 
these careful preparations, a proportion of the inhabitants 
evaded part, or all, of the treatment, the exact proportion 
of missed cases at each treatment being shown in a table. 


These missed cases, together with immigrants from other 
villages, formed a focus of reinfestation for the treated 
population; thus, in the village whose inhabitants 
received a single application of insecticide, although the 
body-louse and head-louse infestation rate dropped from 
76°8% to less than 5% following treatment, it rose to 60% 
at the end of a 10-month observation period. If, how- 
ever, the treatment with DDT and cellosolve was re- 
peated every 4 months, satisfactory results were recorded, 
as is shown by the following statement quoted from 
the authors’ conclusions: ‘“‘ The results in Imues and 
Yacuanquer indicate that it is practicable and relatively 
inexpensive by periodic use of DDT and phenyl cello- 
solve to maintain the louse-infestation index of an entire 
community at a level sufficiently low to preclude typhus 
outbreaks and to reduce the incidence of the disease to a 
position of minor public health importance. They 
indicate that careful applications of these insecticides at 
intervals of 4 months to at least 98% of the population 
should maintain the louse-infestation rate at or below 
7: R. M. Gordon 


2037. Toxicity of Hexachlorocyclohexane. (Recherches 
sur la toxicité de l’hexachlorocyc/ohexane) 

M. J. DALLEMAGNE and E. Puiwippor. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie [Arch. int. 
Pharmacodyn.| 76, 274-296, May 1, 1948. 15 figs., 
47 refs. 


The y-isomer of hexachlorocyclohexane is widely 
used as an insecticide (“‘ gammexane”’). Continued 
administration of this substance to 6 dogs by various 
routes and in daily doses of 20 mg. per kg. intra- 
muscularly to 100 mg. per kg. by stomach tube produced 
toxic effects—convulsions or anorexia, both terminating 
in death. There were no changes in blood levels of 
calcium and potassium in the animals. Two rabbits 
appeared less sensitive to repeated injections of gam- 
mexane. They died of pulmonary oedema. The drug 
accumulated particularly in lipid-rich tissues and there 
was evidence of liver damage in some animals. Typical 
convulsions occurred in dogs after a single dose of 100 mg. 
per kg. orally in oil, after a delay which was greater if 
the animal rested quietly. Intravenous injection of 1 mg. 
of gammexane per kg. in alcohol caused mixed clonic and 
tonic convulsions almost at once. Larger doses of 
aqueous solution are necessary. The convulsions did 
not occur in the “ spinal” dog, and were abolished or 
prevented by barbiturates, curare, ‘“‘ myanesin ”, and the 
curarizing substance “* 3,381 R.P.”’. 

The rise in blood potassium concentration noted during 
the convulsions is believed to be a secondary effect. It 
did not occur if the convulsions were prevented by curare 
and it fell to normal when convulsions were controlled 
by a barbiturate. Blood calcium levels showed little 
change. The convulsions are largely of central origin. 
Reports of toxic effects due to gammexane may be less 
frequent than those of DDT toxicity because gammexane 
is a slightly soluble powder and has an unpleasant smell. 
In oily solution it is more dangerous, being better ab- 
sorbed, and no obvious warning signs of overdose may be 
seen. Derek R. Wood 
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Jurisprudence 


2038. Treatment of Criminal Psychopaths in the Deten- 
tion Institution and Mental Hospital at Nykobing, Seeland, 
Denmark. [In English.] 

O. JacoBsEN. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] Suppl. 47, 42-53, 1947. 1 fig. 


The Detention Institution is a separate house within 
the hospital but is run in connexion with the latter under 
the same management and partly with the same staff, 
including the medical staff. It is used for intractable 
insane males and combines the security of a prison with 
the advantages of hospital facilities for care and treat- 
ment. Fifty patients are accommodated, with a staff 
of 36 males. No mental defectives are now admitted 
and psychopaths are only admitted when their behaviour 
is such that they cannot be retained in the mental hospital; 
of 47 patients 18 are classified as schizophrenics, i8 as 
psychopaths, 9 as epileptics, and 2 as paranoid’. The 
crimes committed include manslaughter and other 
crimes of violence. 

The advantage of the detention block is that such 
patients may be a great nuisance to other patients in the 
hospital, while many of them are not in the ordinary sense 
of the term psychotic. It is very necessary to afford 
them, especially the younger group, occupation and train- 
ing for re-entry into society. The training should be 
similar to that given in evening schools. It would be 
advantageous to transfer them to private homes before 
their discharge and to ensure effective follow-up until 
they settle down in life. If such patients are kept in a 
mental hospital public prejudice against sending relatives 
to the hospital is increased, but the hospitals are responsi- 
ble for the treatment of the mentally ill and it is difficult 
to lay down strict rules. In view of this and the fact 
that psychopaths and epileptics so often are a disturbing 
influence in a ward, a separate detention block is desirable 
for those who cannot be submitted to the ordinary regime 
of the hospital and to a treatment that corresponds com- 
pletely with that of other patients. If they can conform 
to the ordinary hospital conditions, then those sent by 
courts and other legal agencies may well be treated in 
hospital with the full advantages of occupation, training, 
and whatever aftercare is available, though they cannot 
of course be discharged without a court order. 

R. G. Gordon 


2039. Medical Aspects of Juvenile Delinquency 
W. F. SCHNEIDER. Ohio State Medical Journal [Ohio 
St. med. J.] 44, 260-264, March, 1948. 6 refs. 


The author urges comprehensive study of the reasons 
for the behaviour of any particular delinquent, and that 
the possible effects of somatic disturbances should not be 
overlooked. For example, truancy in a patient with 
Fréhlich’s syndrome may be due to the teasing of 
other children, and hyperkinesia to the tensions induced 


by the overdriving both in home and school of the 
chronically fatigued child. The allergic child may be 
driven “* crazy ”’ by the constant restrictions of an anxious 
mother. In 53% of a series of 500 cases there were 
abnormal physical findings; only 3% were free from 
physical defect of some sort in a group reviewed by 
Wallace. The author recalls the effects of encephalitis 
on behaviour, and the association of epilepsy and 
cerebral dysrhythmia with delinquency, though he 
properly warns against too much stress on so-called 
abnormalities when the range of normality of cerebral 
rhythms is still not firmly established. Psychomotor 
behaviour may well be a manifestation of loss or absence 
of cortical control and the.lack of response to treatment 
in patients with psychopathic personality may be 
organically or constitutionally determined. Physical 
dysfunctions, such as visual or auditory defects, may 
similarly be closely related to asocial behaviour and 
** physicians may be concerned with the physical aspects 
of disease and defect to the exclusion of adequate con- 
sideration of the influence of that disease or physical 
defect on personality and behaviour ”’. 
R. G. Gordon 


2040. Delinquent Defectives—A Group Study 
J. V. Morris. American Journal of Mental Deficiency 
[Amer. J. ment. Defic.] 52, 345-369, April, 1948. 29 refs. 


Recently it has been suggested that there has been an 
increase in the numbers of delinquent defectives in the 
colonies and certified institutions in England. To test 
this an investigation was made into the case histories, 
family histories, and environmental factors of all patients 
on the books of the Norfolk County Council Institutions, 
including those patients on licence. It was found that 
in general, environmental factors were more important 
than was the mentality of the offender. This is borne 
out by the literature quoted. Epileptic and post-encepha- 
litic patients were excluded from the enquiry. In 80% 
a contributory cause to the delinquency was found— 
defective family relations, defective discipline, or a 
vicious home. Sexual offences predominated, constitu- 
ting 42-8% even when girls described as being in moral 
danger were excluded. Larceny comprised 26-7%;: 
arson, which is supposed to be associated with mental 
deficiency, was uncommon. A conscious or semi- 
conscious feeling of inferiority was common and probably 
contributed to the delinquency. Defectives cannot find, 
or fear to approach, a sexual partner of their own age, 
so tend to turn to juveniles or perversions to obtain 
satisfaction. Larceny is practised to enhance the 
personality and the stolen goods are often given away 
to curry favour. A further factor in establishing in- 
feriority is the inability to get and keep a job. 

Treatment must consist of “ resocialization ’’ by the 
building of character, sound habit training, and the 


588 


is 
- 
= 
‘ 
a 


JURISPRUDENCE 589 


teaching of a trade which can be learnt. By such means, 
many can be brought to a state in which they are able to 
leave the institution, but they need supervision and help. 
There is a hard core of 20% of permanent institutional 
patients who resist resocialization because of their non- 
cooperative social attitude. 
Three illustrative cases are quoted in detail. 
R. G. Gordon 


2041. Delinquency and Epilepsy: A Clinical and Electro- 
physiological Note 

R. S. HopGe. Journal of Mental Science [J. ment. Sci.} 
94, 439-443, April, 1948. 4 figs. 


A study is made of the help given by electroencephalo- 
graphy to psychiatric expert witnesses in assessing the 
state of an accused person’s mind “ at the time of com- 
mitting the offence ’’ and in deciding whether he knew 
what he was doing. Of delinquents studied three groups 
were differentiated as epileptic: (1) those with fits; 
(2) those without fits but with various epileptiform 
manifestations during hyperpnoea; (3) those in whom 
the only epileptic phenomena were electroencephalo- 
graphic. These observations show that the incidence of 
epilepsy amongst delinquents is high. If it can be 
shown that an accused is subject to episodic disturbances 
in which cortical integration is affected it is reasonable 
to infer, in the author’s opinion, that at some material 
time he did not know what he was doing and possibly 
that he did not know the difference between right and 
wrong. This is specially the case in juveniles in whom the 
process of cerebral maturation is incomplete. This 
reinforces Henderson’s plea for an indeterminate sen- 
tence in the case of juvenile delinquents, discharge to be 
dependent not upon the expiration of time but on the 
proper establishment of social patterns. 

R. G. Gordon 


2042. Criminal Behavior of Mentally Retarded Adults 
A. E. GriGG. American Journal of Mental Deficiency 
[Amer. J. ment. Defic.] 52, 370-374, April, 1948. 4 refs. 


This study was carried out at the Virginia State Peni- 
tentiary to investigate the factor of mental deficiency in 
criminal behaviour. Army records do not suggest that 
the intelligence of criminals differs significantly from that 
of the normal draft. Twenty-five definitely low-grade 
criminals were studied. The crimes fell into three 
groups: (A) crimes, chiefly of violence, committed as a 
result of momentary impulse; (B) crimes of stupidity 
or suggestibility consonant with the mental deficiency; 
(C) crimes undertaken for personal advantage, such as 
increasing mcome. In all cases there was an obvious 
lack of foresight in assessing the probable effects of the 
crime. Such criminals are more than usually prone to 
excessive use of alcohol. They appear to be impulsive 
not because of their emotional make-up but because it 
is their nature to react to the present with little ability to 
project their acts either to the past or to the future. Such 
persons should not be sent to prison but to institutions; 
their condition should have been detected before their 
arrest. On the average mental defectives do not tend to 


be criminal, and even those who are may be helped by an 
appropriate programme of education and resocialization. 
R. G. Gordon 


2043. An Investigation on the Significance of Cerebral 
Injury in the Development of Criminality. (Eine Unter- 
suchung tiber die Bedeutung der Hirnschadigungen fiir 
die Entstehung der Kriminalitat) 

M. Kaita. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] Suppl. 47, 80-91, 1947. 6 refs. 


Two groups with cerebral injury were investigated. 
Group I consisted of 573 adult males injured between 
1929 and 1934, and living in 1942 when the information 
was obtained from insurance records. As a control for 
each case another injured person was taken of similar age, 
sex, occupation, living place, and social status, and whose 
injury, though not cerebral, was of similar severity and 
had produced a comparable degree of disability. Group 
II contained 203 males injured when under the age of 
20 between 1920 and 1929, cases being collected from 
hospital records. Controls were too difficult to obtain. 
Information regarding criminal offences was obtained 
from the penal register in 1942 and 1946 respectively. 
Injuries included simple concussion, simple skuil fractures 
and fractures of base of skull, injuries with localizing 
symptoms, cerebral contusion, and severe fractures with 
concussion. The percentages of the different types of 
offences in group I and in controls were similar; analysis 
into offences committed before, after, or both before and 
after the injury revealed no real difference between 
group I and controls. From the Finnish criminal 
statistics it was possible to estimate the probable number 
of sentences of imprisonment for a group of known ages 
over a defined period. After division into types of 
offences, this estimated mean criminality and the ratios: 
actual sentences of imprisonment/mean criminality were 
compared in group I and in controls both before and 
after the injury. The figures for group I and controls 
correspond with the estimated mean criminality, as 
regards both general criminality and its subgroups. 
The general criminality for group II corresponds to the 
mean, but for reasons given the figures for offences against 
property are apparently higher. Figures from another 
of the author’s investigations are given, showing that the 
criminality of brothers of persons once sentenced for an 
offence against property was 24 times as high as, the 
mean criminality, that of brothers of repeated offenders 
and those committing crimes of violence higher still. 
It is concluded that cerebral injury has no general 
significance as a cause of criminality. The cases in 
which post-traumatic character change causes criminal 
acts are exceptions. Close relationship with a criminal 
is of much more significance than is cerebral injury, even 
when the latter has occurred in childhood. W. Forster 


2044. Examination of Genitalia in Attempted Rape. 
(O exame genital nos casos de atentado ao pudor) 

F. Comsra. Portugal Médico [Portugal méd.] 32, 105- 
117, March, 1948. 


See also Section Psychiatry, Abstract 2251. 
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2045. The Effect of Radiation on Hemopoiesis. Is 
there an Indirect Effect? 

J. S. LAwrReENcE, W. N. VALENTINE, and A. H. Dowpy. 
Blood [Blood] 3, 593-611, May, 1948. 3 figs., 58 refs. 


The authors attempt to answer the question whether 
x-irradiation results in the formation of specific sub- 
stances (not merely those liberated by non-specific cellular 
injury), which when transported to distant areas produce 
a characteristic indirect effect. The literature is reviewed 
and found to be contradictory. In the experiments 26 
cross-circulation anastomoses (carotid to carotid) were 
made between normal and irradiated cats. The criteria 
used were leucocyte and lymphocyte counts. Cross- 
circulation was established mostly after the irradiation 
of one partner, at all intervals up to 82 hours; in 7 cases, 
anastomosis was established and irradiation of one 
partner carried out while the other was shielded. Techni- 
cal factors included a dose of 1,500 r to the whole body 
at 250 kV, with a 22-in. (55 cm.) distance from the 
target to the middle of the cat and a half-value layer of 
2:1 mm. Cu, 25 r per minute being delivered. Details 
of the leucocyte and lymphocyte counts during 28 days 
of follow-up are given. 

In some cases in which one partner had received irradia- 
tion at the time of or shortly before anastomosis, a 
striking degree of leucocytosis was found, the cause of 
which is obscure. A trend towards slightly lowered 
lymphocyte counts in the non-irradiated animals is not 
considered significant. In no instance did leucopenia 
develop in the normal animal. It is concluded that no 
significant indirect effect of radiation was demonstrated. 
The authors accept the findings of other workers that 
structures at a distance from the site of* irradiation 
(especially lymph nodes) may be affected, but consider 
that this may be adequately-explained as a non-specific 
effect, such as takes place after other forms of injury also. 

J. Walter 


2046. Some Hematologic Effects of Irradiation 
W. Boom and L. O. Jacosson. Blood [Blood] 3, 586- 
592, May, 1948. 26 refs. 


_ Since some radiologists still hold that small doses of 
radiation stimulate cellular activity, the authors made a 
special study of the blood-forming organs and peripheral 
blood in a considerable experimental series. The bodies 
of rabbits, rats, mice, and guinea-pigs were irradiated by 
x rays and y rays, fast and slow neutrons, starting usually 
with the LD 50/30 days dose of each and decreasing until 
no histological or haematological changes were found. 
In most cases the dose was given in one exposure. Equi- 
valent doses of all types of radiation used produced 
similar effects. 

The earliest observable changes in the blood-forming 
organs, usually within the first hour, were degenerative 


changes and death of cells; there was no evidence of 
increase in mitosis. In 1 week to 2 weeks haemato- 
poiesis was resumed, but rarely reached or exceeded 
normal limits in the bone marrow. With progressively 
smaller doses, the effects became minimal at 50 r and 
just detectable at 25 r; with still lower doses no changes 
were found. The only instance of subsequent over- 
compensation was in bone marrow of surviving rabbits, 
which seemed hyperplastic within 2 months of exposure. 
In the peripheral blood, an increase in circulating hetero- 
phil leucocytes occurred within the first 24 hours, followed 
by leucopenia; lymphocyte, monocyte, eosinophil, 
reticulocyte, and platelet counts were always reduced. 
As recovery occurred, a compensatory increase above 
normal was not uncommonly found, especially for hetero- 
phils and reticulocytes but not for lymphocytes. After 
chronic irradiation (small doses being given daily for 
up to 4 years) any effect on the peripheral blood was 
always a reduction in number of circulating cells. 

Results of focal irradiation were also studied. In 
mice exposed to large amounts of 8 rays from plaques 
containing P** placed on the skin overlying the spleen, 
the zone of radiation damage in the part of the spleen 
adjacent to the skin gradually merged into normal 
spleen at a greater depth. No evidence of a zone of 
hyperplasia was found, although this would be expected 
near the periphery of the range of penetration of the 
B rays if a stimulating effect does occur. In most of the 
experiments intravenous or intraperitoneal injections of 
radioactive isotopes (Ra, Pu, P®*, Sr®®, Zr*°, Ba!#°, 
La!#°, Na?*) were given. Most of these accumulated 
in bone or the red pulp of the spleen, resulting in hypo- 
plasia of bone marrow; secondary ectopic myelopoiesis 
in the spleen usually followed. Primary stimulation of 
blood-forming tissue, reflected in the peripheral blood, 
was never found; compensatory increases were occasion- 
ally found. 

The literature is discussed and it is concluded that there 
is no evidence of primary stimulation of haematopoiesis; 
compensatory increases can occur, but are always pre- 
ceded by a reduction. The initial leucocytosis seen after 
acute exposure is probably a reaction to injury by 
mobilization of cells rather than by new formation of 
cells. J. Walter 


2047. Radioautograph Technique with 

A. M. MAcDOoNALD, J. Cops, and A. K. SOLOMON. 
Science [Science] 107, 550-552, May 21, 1948. 3 figs., 
4 refs. . 


A new technique is described for the production of 
radioautographs [autoradiographs] from tissue sections. 
For the accurate location of radioactive material an auto- 
radiograph must be permanently and accurately super- 
imposed on the stained section and, in addition, it is 
desirable that normal staining procedures should be 
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applicable, that there should be intimate contact between 
the section and the photographic emulsion, and that the 
resulting slide should be suitable for microscopical 
examination at high magnifications. The sequence of 
development and staining should be immaterial, and when 
section and film are not separated the developer and 
stain must each affect only the relevant part of the 
combined preparation. The simple method of contact 
photography from the prepared section has the dis- 
advantage of yielding a double picture, with the difficulty 
of exact superposition especially at high magnifications, 
and no technique hitherto developed satisfies all the 
above criteria. In the present method, stripping film 
(10 emulsion, 7 yz base) is cemented on to the section, 
from which the emulsion is separated by the film base; 
after development the layers are inverted on to another 
slide to expose the tissue section for staining, the base in 
each case protecting the layer not concerned in the 
treatment. Paraffin is removed with xylol, the slide 
washed in absolute alcohol, dried, and covered with 1% 
celloidin. The film is applied and pressed with fine, hard 
filter paper until dry; celloidin must not run on to the 
emulsion. The specimen is covered with the guard slide 
and exposed under 12-5 lb. per sq. in. (0°88 kg. per 
sq. cm.) pressure. The film is processed in a test-tube 
with distilled water; all precautions for fine development 
must be observed. After processing, the film is inverted 
and attached to another slide with “ kodalith ”’ stripping 
cement and when dry may then be treated as a normal 
section. 

The technique was developed to study the uptake of 
C™ in rabbit liver. Sections 2, 5, and 10 yw thick of 
liver from rabbits starved for 48 hours are incubated in 
vitro with NaHC*4O, in the presence of pyruvate sub- 
strate for 2 hours and fixed in Rossman’s fluid. The 
figures show a section of rabbit liver pre-stained with 
haematoxylin and eosin at magnifications of «110 and 
x 600, and a section pre-stained by the Feulgen Bauer 
method for glycogen at 400; colours are not shown. 
In some sections (not shown) the celloidin appears to 
have produced dense fogging. Further investigations 
on this subject and full details of technique and the 
emulsions tested are to be published. R. S. Quick 


2048. Effective Compression in Excretory Pyelography 
H. R. Zatzkin. Radiology [Radiology] 50, 639-644, 
May, 1948. 7 figs., 11 refs. 


Compression in excretory pyelography is obtained by 
placing a sphygmomanometer cuff between the anterior 
superior iliac spines, approximately 1 in. (2-5 cm.) 
above the pubis, beneath a binder which is tightened 
as much as possible. A preliminary radiograph is taken 
without compression and then “ neo-iopax”’ is intro- 
duced slowly, 30 ml. being given intravenously in 


_ I minute. At the expiration of 5 minutes a second film 


is exposed and the rubber tube from the cuff is attached 
to the recording apparatus. A pressure equal to 110 mm. 
Hg will completely occlude the ureters in the majority of 
instances. In a stout person, or one of heavy muscula- 
ture, 120 mm. Hg pressure may be necessary. Pressure 
beyond 120 mm. Hg is poorly tolerated and for thin 


subjects 100 mm. Hg will usually suffice. Fifteen 
minutes after the injection a third film is exposed with 
the pressure apparatus in place. The patient is then 
placed in the upright position and the fourth exposure 
is begun no later than 10 seconds after the release of 
pressure. This usually results in good visualization of 
the lower ureters. Speed is essential in making this 
exposure. In cases of hypertension when the radio- 
Opaque material is excreted quickly, the first film is 
exposed after 3 minutes and pressure then applied, an 
additional film being taken after a further 9 minutes. 

The author claims that, even if the pressure is in- 
sufficient to occlude the ureters completely, the pelvis 
and calices are well seen and, in the majority of cases, 
the density of shadow in the excretory pyelogram ap- 
proaches that obtained by the retrograde method. The 
short duration of the compression is, in his opinion, not 
sufficient to give rise to dilatation beyond the limits of 
normal physiological distensibility, as is also the case 
in retrograde pyelography, and thus difficulties of inter- 
pretation from over-dilatation do not arise. Abdominal 
compression by this method eliminates the need for many 
retrograde examinations, as a better view of the renal 
sinuses is obtained. L. G. Blair 


2049. The Association of Colchicine with X rays in the 
Treatment of Malignant Tumours. (A propos de |’asso- 
ciation colchicine-roentgenthérapie dans le traitement 
des tumeurs malignes) 


J. M. Reviciio. Radiologia Clinica [Radiol. clin., 


Basel] 17, 149-155, May, 1948. 


The use by French workers of this combined treatment 
is discussed. Colchicine is given intravenously in in- 
creasing doses starting with 2 mg. every 2 days or twice 
a week. Four hours after the injection radiotherapy 
is started, the dose being not more than 250 r daily. Five 
cases of advanced malignant disease were given between 
3,000 and 6,000 r in association with colchicine, and in 
all cases there was regression of the disease. The author 
considers that the two forms of therapy act in a purely 
additive manner, but that the colchicine may reach 
tumour cells unaffected by radiation. 

J. Maclean Smith 


2050. Physical Basis for the High Skin Tolerance of 
Supervoltage Roentgen Rays 
J. G. Trump. Radiology [Radiology] 50, 649-656, 
May, 1948. 2 figs., 12 refs. 


The tendency for skin tolerance to x rays to increase 
with increasing kilovoltage has been recognized in the 
lower voltage ranges for a considerable time. This has 
now been confirmed by observations on skin erythema 
doses up to 3,000,000 volts. In the latter range three 
or four times greater doses can be given to deep lesions 


' than are possible at 200 kV, with the same skin reaction. 


The commonly accepted explanation for the higher 
erythema dose of high energy radiation is that the 
ionization is not maximum at the surface. The ioniza- 
tion rises to a maximum at a depth depending on the 
mean range of the secondary electrons produced by the 
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x rays. For example, with 4,000,000-volt radiation, the 
surface ionization is only 25% of the maximum, which 
is reached some 4 mm. below the surface. The author 
points out that this electronic equilibrium effect only 
accounts for some 80% of the variation of erythema 
dose with x-ray quality. It is suggested that the variation 
is accentuated by the lower specific ionization along the 
initial part of tracks of secondary electrons produced at 
the very high voltages. This further reduces the bio- 
logical effectiveness of radiation energy absorbed in the 
superficial layers. J. E. Roberts 


2051. Radiation Injuries of the Intestines 
C. W. Hock, J. Ropriues, A. HAMANN, and W. L. 
PALMER. American Journal of Medicine [Amer. J. Med.} 
4, 511-524, April, 1948. 9 figs., 17 refs. 


The authors review the course, symptomatology, 
pathology, and prognosis in cases of intestinal damage 
after irradiation of cancer of the female genitalia, and 
analyse in detail 19 severe reactions occurring in a series 
of 344 patients treated for cancer. Of 170 patients with 
cancer of the cervix, 9°-4% developed severe bowel 
reactions, as did 2-9% of 101 with corporeal growths. 
Treatment of carcinoma of the ovary, vagina, and vulva 
was not followed by intestinal injury. Six of the 19 
patients died, death at least being accelerated by the 
radiation effects. One other committed suicide. 

Some degree of reaction occurs in one-half to two- 
thirds of the cases treated by combined radium and 
x-ray therapy, the necessary lethal dose for the cancer 
being sufficient to produce at least a mild reaction. It 
is doubtful whether a dose adequate for cancer can be 
given without sometimes producing severe bowel effects, 
but a high intensity of irradiation, overlapping of areas 
intensely irradiated by radium and x rays, faulty placing 
of radium, falling of the uterine radium into the vagina, 
retroversion of the uterus, and adhesions from old pelvic 
sepsis contribute to the frank overdosage, which is the 
most important causal factor. Symptoms of early 
reaction are a burning sensation in the pelvis, frequency 
of micturition and defaecation, and diarrhoea, clearing 
up in about 2 weeks. In late cases there may be symp- 
toms of incomplete intestinal obstruction and rectal 
haemorrhage, diarrhoea, tenesmus, and severe pain, with 
marked deterioration in the general condition. In the 
earlier and more acute phase there is diffuse hyperaemia 
of the rectal wall, which bleeds readily on touch, with 
occasional ulceration. In the late reactions fibrous 
stricture, necrotic ulceration, telangiectasis and atrophy, 
and perirectal fibrosis are observed. Fistulae may form. 
Differential diagnosis between malignancy and radiation 
injury may only finally be made by improvement in 
general health after treatment or after resection of the 
damaged tissues. Biopsy is hazardous on account of the 
risk of frank necrosis and fistula formation. 

The best treatment is prophylaxis by careful planning 
and execution of irradiation treatment. Rest in bed, 
rectal lavage or instillation of bland oil, maintenance of 
general health, colostomy for obstruction, and resection 
of damaged tissue may be called for when the condition is 
established. 


[Todd classified pelvic irradiation reactions according 
to their site, calling the purely rectal ones “ intrinsic”, 
and perirectal and general pelvic fibrosis “‘ extrinsic ”, 
The former he thought to be due to direct local over- 
dosage from either the uterine or vaginal radium, the 
latter to post-irradiation interference with the blood 
supply higher in the pelvis. Dose levels advisable for 
the treatment of cervical cancer at 50 years of age may 
cause quite severe “ intrinsic’ (and occasionally “ ex- 
trinsic ’’) reactions at 70 years. The high incidence of 
rectal reaction after combined x-ray and y-ray irradia- 
tion emphasizes the danger of independent administra- 
tion of the two forms of therapy without planning of 
the whole treatment. Operative procedures within the 
actual field of reaction often fail owing to the inability 
of the sclerosed tissues to heal, but fibrous rings soften 
and fistulae are said to close spontaneously after some 
months, particularly if local irritation is removed by 
colostomy. The differential diagnosis of radiation 
reaction is important, for such rectal lesions have been 
irradiated as rectal cancers, and perirectal fibrosis has 
been subjected to “ palliative ’’ x-ray therapy because of a 
mistaken diagnosis of advancing neoplasm, with un- 
fortunate results for the patient.] John R. Nuttall 


2052. Effect of Low Dosage Roentgen Radiation on the 
Gonadotropic Function of the Hypophysis of the Mature 
and Immature Female Albino Rat 

J. H. Freep, E. J. Farris, D. P. Murpny, and E. P. 
PENDERGRASS. Journal of Clinical Endocrinology {J. 
clin. Endocrinol.) 8, 461-481, June, 1948. 1 fig., 53 refs. 


Although low-dose x-ray treatment of the pituitary 
and ovaries has long been used in treatment of menstrual 
disorders and sterility, the mode of action of the therapy 
was ambiguous and it was not known whether the action 
was due to direct stimulation of glandular function 
through alteration of biochemical factors, or to the 
secondary effect of increased blood supply, or to the 
selective destructive action of x rays. It was therefore 
decided to carry out experiments involving the irradia- 
tion of the hypophyses of albino rats with low doses of 
x rays, and to note any alteration in glandular function 
and the mechanism by which such changes were effected. 
Previous experiments suggested that the gland was radio- 
resistant, being histologically unaffected by doses up to 
400 r. 

Two main experiments were involved; in one the 
authors used sexually mature female Wistar albino rats; 
and in the other sexually immature rats of the same breed. 
The oestrus cycle of these rats lasts for 4 to 5 days, the 
first day being that of most activity, the day of heat. 
With the sexually mature females, doses from 5 r to 
300 r were directed to the pituitary from an intermediate 
therapy unit of output 90 (air) r per minute at skin surface. 
After single and serial doses delivered on the second day 
of the cycle, 49-1% of the rats showed symptoms of recur- 
ring heat—increased activity and copulation response. 
Anatomical studies revealed an increased vascularity in 
some rats, and a significant increase in weight of the 
pituitary over that of the 2-day control rats. The 
ovaries and uteri showed little difference in weight. In 
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rats irradiated on the third day of the cycle there was no 
recurrence of heat symptoms. The sexually immature 
females were irradiated with doses of 5 to 50 r in single 
and in split doses. No difference was observed between 
them and their controls, either in the appearance and 
weight of glands and uteri, or in the age of vaginal 
opening. 

That x rays have an effect on the pituitary is indicated 
by the reappeararice of heat in 49-1% of one of these 
groups and in the increased weight and vascularity of 
the gland in this group. But it is a transient effect; 
the periodicity of the cycles is unchanged, and sub- 
sequent cycles are normal. That this transient effect is 
not due to a direct stimulating effect of x-rays is also 
shown by the inability to produce sexual precocity in 
young rats, even though small doses of follicle-stimulating 
hormone produce this precocity. Work on other organ- 
isms supports this view. The non-recurrence of heat in 
50-9% of the 2-day irradiation group is thought to be due 
to well-established metoestrus, so that there is insufficient 
follicle-stimulating hormone to overcome the progestin 
dominant at metoestrus. The transient acceleration 
of metabolism observed is therefore regarded as secondary 
to increased vascularity or a!tered cell permeability pro- 
duced by irritative effects of small doses of x rays, not 
visible histologically. That x rays do not directly 
stimulate normal cell growth is shown by these experi- 
ments. Ralston Paterson 


2053. Hydronephrosis: A Radiologic Classification Based 
on Anatomical Variations 

S. A. Rosins and J. FISCHMANN. Radiology [Radiology] 
50, 632-638, May, 1948. 14 figs., 19 refs. 


For the purpose of this study 682 unselected radio- 


- graphs of 1,217 kidneys were analysed. A total of 61 


(9%) in which hydronephrosis was shown were excluded 
for the purpose of normal measurement, but are used for 
the classification of the types of hydronephrosis. The 
average measurements of normal kidneys were found to be 
as follows, the width of the parenchyma being measured 


from the tip of the middle calix to the nearest 


point of the outer border of the kidney. The length in 
males was 12-6 cm. and in females 12-3 cm.; the width 
in males was 5-65 cm. and in females 5-77 cm.; the width 
of the parenchyma in males was 2-2 cm. and in females 
2:35 cm. 

Anatomically and radiologically there are 3-types of 
pelves as regards relation to the kidney parenchyma, 
namely, intrarenal, intermediary, and extrarenal. The 
figures for incidence of the different types of pelvis in 
males and females are: intrarenal 43-1 and 18-4%; 
intermediary 56-3 and 77-3%; extrarenal 0-6 and 
43%. It is further shown that the relative frequency of 
the intrarenal and intermediary types of pelvis varies with 
age, the pelvis intruding into the kidney substance with 
advancing years. 

The authors have classified hydronephrosis into intra- 
renal, combined, and extrarenal in a manner analogous 
to that used in classifying the type of pelvis. Thus, 
intrarenal hydronephrosis designates dilatation restricted 
to the intrarenal portion of the drainage system of the 
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kidney. It may involve all or any one of the calices, 
with or without dilatation of the pelvis. This is the 
type of hydronephrosis that occurs most frequently in 
intrarenal pelves. Combined hydronephrosis involves 
simultaneously both the calices and the pelvis, occurring 
most frequently in intermediary pelves. Such cases 
constitute the majority of all cases of hydronephrosis; 
this is to be expected in view of the fact that most 
pelves are intermediary. In extrarenal hydronephrosis 
the dilatation is restricted to the renal pelvis. It may 
occur in the extrarenal as well as the intermediary type of 
pelvis. 

Hydronephrosis is a potential source of danger to the 
excreting tissue of the kidney. The most severe damage 
to the parenchyma results from the intrarenal type, the 
combined type producing less, whilst it is virtually non- 
existent with the extrarenal type. The width of the 
parenchyma as measured by excretion urography is an 
index of the degree of damage to the parenchyma. The 
authors believe that any width less than 1-45 cm. is 
pathological. L. G. Blair 


2054. Importance of Intra-alveolar Pressure in the 
Diagnosis of Pulmonary Diseases 

N. WESTERMARK. Radiology [Radiology] 50, 610-618, 
May, 1948. 7 figs. 


The filling of the pulmonary vessels depends to a great 
extent on the intra-alveolar air pressure, the vessels being 
compressed when the pressure is high and dilated when 
itis low. To obtain such changes of pressure, one shank 
of a manometer is connected by means of a rubber 
tube and mouthpiece to the patient’s mouth. The 
patient is told to take a shallow inspiration and then 
to suck through the mouthpiece until the level of the 
liquid registers a pressure of —5 to —10 cm. of water. 
The radiograph then taken is used as the standard. To 
obtain films at low pressure, the patient is first requested 
to take a light inspiration, and then to augment the 
inspiratory movement with closed mouth and nose until 
the pressure falls to —40 cm. To obtain films at high 
pressure, the patient is again asked to take a light inspira- 
tion. He must then, by blowing with closed mouth, 
press the water level of the manometer up to a positive 
pressure of 40 cm. of water. 

The author first claims that, by determination of the 
point at which the arteries at the hilum are diminished in 
size, a rough estimate of the pressure in the pulmonary 
arteries can be obtained, and that this serves as a guide 
to the degree and prognosis of mitral lesions. Further, 
because the vascular structures at the root are com- 
pressible, jt is easier in the high-pressure film to demon- 
strate glandular enlargement at the hilum. In moderate 
degrees of congestion and in pulmonary oedema, radio- 
graphs made under high-pressure conditions will show a 
marked diminution or disappearance of the shadows. 
In acute bronchopneumonia and acute lobar pneumonia 
the opacities frequently become more distinct in outline. 
In acute and chronic atelectasis, in chronic pneumonia, 
and in most cases of tuberculosis of the reinfection type, 
changes are minor or absent altogether when the pressure 
is altered, * L.-G. Blair 
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2055. Role Played by the Salivary Glands in the “ Alarm 
Reaction ” 

W. E. Exricu and J. Semrer. Archives of Pathology 
[Arch. Path.) 45, 239-245, Feb., 1948. 12 figs., 11 refs. 


Parenchymatous changes in various organs, namely, 
thymus, spleen, lymph nodes, and gastro-intestinal 
tract, present in shock in experimental animals are also 
found in poisoning with substances such as colchicine, 
amidopyrine, and selenium compounds. The loss of 
secretory granules in the cells of the pancreas was of 
interest to the authors and an attempt was made to 
discover whether similar changes occurred in the salivary 
glands. Three series of 7 to 8-week-old rats were given 
5, 7 and 10 mg. of colchicine per kilo body weight by 
subcutaneous injection; 10 out of 21 rats died 18 to 24 
hours later and the others were killed 2 to 28 hours after 
injection. The expected changes of the “* alarm reaction” 
were found and in addition marked loss of zymogen 
granules had occurred in the salivary glands; in the more 
severe cases there were foci of necrosis. Similar changes 
were found in rats, rabbits, and dogs given the other 
poisons listed. A possible aetiological factor leading to 
involvement of these particular organs is thought to be 
their high nucleic acid content, particularly of ribose 
nucleic acid. The authors discuss the possible bearing 
of these findings upon the cause of the type of parotitis 
which afflicts the severely-ill patient. W. S. Killpack 


2056. Malignant Disease in Nigeria: An Analysis of a 
Thousand Tumours 

B. G. T. Exmes and R. B. T. BALDwin. Annals of 
Tropical Medicine and Parasitology [Ann. trop. Med. 
Parasit.] 41, 321-328, Dec., 1947. 4 figs., 13 refs. 


In this paper an analysis is made of 1,000 specimens 
of tumours received from all parts of Nigeria during the 
10 years 1935-44. All the tumours were from Africans. 
The tumours are classified according to variety of 
tumour, age and sex incidence, and type and site inci- 
dence, and the results are presented in tables [which 
should be consulted in the original]. Comment is made 
on several types of particular interest. 

The series contained 45 examples of neuroblastoma of 
which 23 specimens were retinoblastomata; only | of 
the patients of known age was over 20. Sixty-three 
cases of melanoma were observed, despite the reputed 
rarity of melanoma in negroes. The site incidence 
supported the view that trauma was a significant aetio- 
logical factor; 45 (72%) of the tumours were on the foot 
and 4 had metastasized to the inguinal lymph nodes. 
The tumours were, for the most part, of spindle-cell or 
polyhedral-cell type, pigment usually being abundant. 
Melanoma is possibly less “* aggressive *’ in Africans than 
in light-skinned races but accurate statistics are not 
available. There were 81 primary tumours of the liver; 


in all these livers there was cirrhosis of Laénnec type, 
The authors consider that the explanation of the fre- 
quency of primary liver tumours in tropical races will 
follow from an explanation of the high incidence of liver 
damage and consequent cirrhosis and that dietetic 
factors are the most likely initiators of liver damage. 
Attention is drawn to a lesion with distinctive clinical 
appearances, described as ‘“‘ squamous carcinoma of 
chronic leg ulcer type’. Twelve examples were studied, 
The initial lesion was possibly a true tropical ulcer, 
although no evidence of fuso-spirochaetal infection was 
found. Out of 18 carcinomata of the bladder, 4 were 
associated with Schistosoma haematobium infection. 
Kaposi sarcoma was by no means rare in Nigerians, 
24 cases being encountered; all were in males, and in all 
but 2 cases the lesions were restricted to the leg below the 
knee. The authors found no indication that the lesion 
was a granuloma of peculiar type. The histological 
picture was always predominantly neoplastic and the 
earliest nodule examined, probably not more than 
6 weeks old, had the structure of an angiosarcoma. 
Although an analysis of biopsy and necropsy material 
cannot give an accurate picture of the incidence of 
malignant tumours in Nigeria, the authors feel that it 
provides information of considerable value at this stage 
of the country’s development. L. Foulds 
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2057. Comparative Susceptibility of the Lymphoid 
Tissues of Strain C57 Biack Mice to the Induction of 
Lymphoid Tumors by Irradiation 

H. S. KAPLAN. Journal of the National Cancer Institute 
[J. nat. Cancer Inst.| 8, 191-197, Feb., 1948. 3 figs., 
10 refs. 


The experiments recorded here were planned to provide 
evidence on the origin of lymphatic leukaemias and 
lymphoid tumours, since it is not known whether they 
arise from a single focus or organ and then become 
disseminated through the blood stream, or whether they 
appear simultaneously from multiple foci in different 
parts of the body. Strain C57 black mice of both 
sexes and | month old were subjected to fractional whole- 
body irradiation on 12 consecutive days, the total dosage 
being 1,008 r. At intervals of 1 to 44 months small 
groups were killed and the lymph nodes, spleen, and thy- 
mus gland were studied histologically; fragments of 
these tissues were also implanted in mice to test for 
tumour development. 

Lymphoid tumours arose in 15 to 28 mice within 57 
to 135 days after the beginning of irradiation. Most of 
the tumours were confined to the thymus gland, being 
unilateral in 4 instances and bilateral in the remaining 10. 
In 4 animals the tumours extended beyond the thymic 
capsule into the mediastinal soft tissues, and in 1 case 
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a single focus of tumour was found in the lung. There 
was no histological evidence of involvement of the spleen 
or remote lymph nodes. The only positive bio-assays 
were obtained from 3 thymic tissue fragments, 1 of which 
came from a mouse in which there was no histological 
evidence of alymphoma. The failure to find any tumour 
outside the thorax leads the author to conclude that such 
lymphoid tumours originate in a single focus and that 
their dissemination is a secondary phenomenon, They 
differ from other neoplastic processes in their greater 
ability to disseminate and to invade the blood stream. 
HH. G. Crabtree 


2058. The Carcinogenic Activity of 2-Acetaminofluorene. 
Characteristics of the Lesions in Albino Rats 

A. J. Cox, R. H. WiLson, and F. DEEps. Cancer 
Research [Cancer Res.] 7, 647-657, Oct., 1947. 14 figs., 
13 refs. 


The addition of 0-004 to 0-5% of 2-acetaminofluorene 
(AAF) to the diet of rats even for 25 days causes tumours 
to arise at different sites some months later. In one 
series of 84 rats (22 male and 62 female) fed with a diet 
containing AAF the tumour incidence was as shown 
below: 


Number of 
Animals with Total Proportion 
Organ Lesions Incidence, | Malignant, 
Male | Female 
Liver 21 57 93 22 
Bladder .. me 16 51 80 21 
Lung oe 8 24 38 16 
Head 5 21 31 92 
Breast 31 31 
Kidney 3 17+ 24 25 
Thyroid .. Sis 2 9 13 0 
Gastrointestinal 
Wact .. 1 4 6 60 


* Includes one subcutaneous fibroma. 
+ Includes one carcinoma of the upper ureter. 
t Includes one sarcoma. 


Photomicrographs are reproduced and a detailed 
description of the histology of the tumours is given. 
Aminofluorene has the same effect as the acetyl com- 
pound. “In each such organ it has been impossible to 
draw a sharp line of distinction between non-neoplastic 
hyperplasia and tumour formation. The hyperplasia 
never involved all parts of an organ or tissue uniformly, 
but appeared only in foci, which suggests that there was 
gradual development of some of these foci until large, 
well-defined nodules were formed, or until sufficient 
penetration of adjacent tissues had taken place to classify 
the process as malignant growth. In portions of lesions 
which showed such ‘ invasion’, the cellular structure 
was sometimes indistinguishable from that of other 
lesions which were localized. No evidence was seen to 
Suggest a sudden transformation of hyperplastic to 
neoplastic cells, or of benign to malignant cells.” 

“The livers in our animals did not show frequent 


cirrhosis such as that found after feeding p-dimethyl- 
aminoazobenzene to rats, and we have seen no other 
morphological changes that might suggest a predisposing 
condition. Similarly, in other organs which were the 
site of proliferative changes, there was no reason to 
suspect any specific predisposing factor. Inflammation 
was associated with some of the pulmonary lesions, but 
a number were entirely without evidence of inflammation. 
Also, a number of inflammatory lesions in the lungs and 
elsewhere were not accompanied by any unusual pro- 
liferative changes. The rarity of the development of 
tumours in any but epithelial cells following the ad- 
ministration of acetaminofluorene, and the repeated 
localization of lesions in the same organs, suggest a 
specificity of the carcinogenic effect, possibly related to 
the metabolism or excretion of the substance.” 
I. Hieger 


2059. Factors Determining the Action of Colchicine on 
Tumour Growth 

R. J. Luprorp. British Journal of Cancer (Brit. J. 
Cancer] 2, 75-86, March, 1948. 4 figs., 15 refs. 


The typical “colchicine effect”? observed in the 
treatment of soft, highly-cellular, and rapidly growing 
mouse tumours with colchicine, in amounts just below 
the lethal dose, is tumour regression followed by recur- 
rence; complete inhibition of growth or “cure” is 
achieved exceptionally. The present paper describes an 
experimental investigation of the factors which modify 
the colchicine effect. 

Host factors (age, genetic constitution, and cumula- 
tive toxic action) and tumour factors (rate of growth; 
histological structure, and acquirement of tolerance) 
governed the therapeutic result. The greatest degree of 
regression was obtained in young adult mice because these 
tolerated the largest doses of the drug. Genetic consti- 
tution determined the degree of tolerance, sensitivity to 
the general toxic action, and also the sensitivity of the 
tumour capillaries, but these factors did not run parallel. 
When similar tumours were transplanted into C57 and A 
mice, equal doses of colchicine caused more haemorrhage 
and more regression in the tumours in the A mice than 
in those of C57 strain, although A and C57 mice were 
equally sensitive to the general toxic action of the drug. 
Cumulative toxic action prevented the administration 
of repeated large doses of colchicine. In any one strain, 
the magnitude of the colchicinic effect was proportional, 
in general, to the rate of tumour growth; the action on 
slow-growing tumours was negligible. It seemed that 
blood capillaries were less easily disrupted in firm than 
in soft tumours; a transplanted squamous-celled car- 
cinoma and a transplanted fibrosarcoma, both of 
relatively firm consistency, responded less than was 
expected from their rate of growth. Tumours acquired 
tolerance to the drug after several large doses and then 
responded less to further treatment. Mouse carcinoma 
63 was implanted in 10 mice; colchicine administered 
under the most favourable conditions indicated by the 
previous experiments caused complete regression in 5 
mice, in which no tumour was observed during | year 
or at necropsy at the end of that time. 
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The similarity of the actions of colchicine and of 
bacterial filtrates on tumours is emphasized, the primary 
cause of regression in each case being haemorrhage. 
The swelling of tumour cells arrested in mitosis by col- 
chicine presumably increased the pressure exerted by the 
tumour parenchyma on the capillaries and this effect, and 
to a much greater extent the toxic action of colchicine on 
newly-formed capillaries, provide a reasonable, if not 
complete, explanation of the haemorrhage-inducing 
action of colchicine. In the author’s experiments 
haemorrhage in the tumours was so extensive that direct 
toxic action of colchicine on the tumour cells was prob- 
ably not a significant factor in causing regression. It 
is possible, however, that direct toxic action on the 
parenchyma may be more important in the regression of 
tumours of other types, especially lymphomata and 
lymphosarcomata, for when toxic substances are injected 
into animals thymocytes and lymphocytes are the first 
cells in which injury can be recognized. L. Foulds 


2060. Mast Cells in Experimental Rat Sarcomas 
H. HoLmMGREN and G. WOHLFART. Cancer Research 
[Cancer Res.] 7, 686-691, Nov., 1947. 5 figs., 33 refs. 


Experimental sarcomata were induced in a special 
strain of white rats bred in the Karolinska Institute at 
Stockholm. Out of a total of 47 rats which developed 
tumours, 27 arose after subcutaneous injections of 20- 
methylcholanthrene, 16 after implantation of pellets of 
the carcinogen under the skin, and 4 after inoculation of 
benzpyrene. The majority of the resulting sarcomata 
were of the polymorphocellular or fibroblastic types, 
the remaining few being rhabdomyosarcomata. Mast 
cells were found to be more numerous in the former types 
of tumours than in the latter. Mast cells, however, were 
present in all the induced sarcomata and were found to 
develop locally within the connective tissue of the 
tumours; this suggests that they may take part in the 
reaction system against the tumour cells. -The authors 
found that mast cells were generally well preserved in 
the necrotic areas of the tumours, and contend from this 
that they possess a greater power of resistance than do the 
tumour cells. The possible origin of mast cells is also 
discussed in detail. A. Haddow 


2061. Antibody Response to Tumor Inoculation in Mice, 
with Special Reference to Partial Antibodies 

P. A. Gorer. Cancer Research [Cancer Res.] 7, 634- 
641, Oct., 1947. 15 refs. , 


It was previously shown that strain A mice carry at 
least two antigenic factors (antigens I and II) shared by 
their erythrocytes and fixed tissues, including tumours, 
and it has been maintained that the genes determining 
the fate of transplanted tissues are identical with those 
determining the iso-antigenic differences. It was found 


also that agglutinins disappeared in the course of hyper- | 


immunization against mouse leukaemia but were replaced 
by protective antibodies, indicating that two qualitatively 
different antibodies were directed against the same 
antigen. An analogy with the rhesus antigens which, in 


man, evoke two qualitatively distinct antibodies, namely, 
ordinary agglutinins and partial (blocking) antibodies, 
prompted an examination for similar antibodies in mice, 
Antigenic materials from strain A mice were used to 
immunize mice of other strains, especially C57 blacks; 
the antigens comprised erythrocytes and two strain-A 
transplantable tumours, namely, C1300, a spindle-cell 
mammary carcinoma, and 15091a, a round-cell sarcoma, 
possibly a neuroblastoma. Three types of iso-antibodies 
were detected: (1) ordinary agglutinins; (2) agglutinins 
active only in the presence of normal serum; and (3) 
blocking antibodies demonstrable only by their power to 
inhibit agglutination. About 20% of normal C57 black 
mice carried antibodies of the second type which were 
evoked in other mice by relatively weak antigenic stimuli, 
These antibodies and the blocking antibodies persisted 
in the serum longer than did ordinary agglutinins, 
The responses to the two tumours differed in detail, 
possibly on account of the different proportions of anti- 
gens I and II which they carried. Each antigen appeared 
to have its own peculiarities in evoking antibodies which 
varied also with the method of administration of antigen 
and with the genetic constitution of the mice in which 
they were elicited. The effects of storage of antibody 
were very variable but in many of the more powerful 
hyperimmune sera, even when stored in the frozen state, 
agglutinins were gradually transformed into blocking 
antibodies. It is reasonable to suppose that the trans- 
formation would be greatly accelerated at the body 
temperature of mice and that, by analogy with iso- 
immunization in man, the blocking antibodies are of 
greater functional significance. Some transplanted 
tumours grow despite antigenic differences between 
transplant and host and then evoke antibodies. Some 
mice dying of such transplanted tumours had high titres 
of iso-antibodies and it is granted that factors other than 
antibodies may be important in determining the fate of 
transplanted tumours. L. Foulds 


2062. Degenerative Changes Induced in Tumor Cells by 
Serratia marcescens Polysaccharide 

I. C. Ditter. Cancer Research [Cancer Res.] 7, 605- 
626, Oct., 1947. 62 figs., 18 refs. 


The destructive action of Serratia marcescens poly- 
saccharide and other bacterial toxins on tumours ‘has 
been attributed mainly to injury of blood vessels and 
haemorrhage. The present investigation indicates, in 
addition, a direct toxic action on tumour cells. 

Mice bearing transplanted sarcoma 37 were used for 
most of the experiments. The polysaccharide (0-01 mg.) 
was injected intraperitoneally and mice were killed for 
cytological examination at intervals thereafter. The 
dose used killed 20 to 30% of the mice, usually within 
24 hours, and destroyed about a quarter of the tumours. 
The cytological changes, which are described in detail 
and illustrated by photomicrographs and drawings, 
pointed to a relatively selective action on dividing cells. 
The first response, observed 14 to 2 hours after an injec- 
tion, consisted of swelling of prophase nuclei accom- 
panied by blistering and other changes of the nuclear 
membrane. Subsequently the nuclear membrane col- 
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lapsed or nuclear contents were extruded. The degenera- 
tion of the cells initially affected reached a peak between 
4and 5 hours after an injection when the tumours were 
grossly haemorrhagic; swollen resting nuclei, blebbed 
prophase nuclei, bean-shaped shrunken nuclei, clumped 
metaphases, and extruded filaments were then present. 
The amount of destruction varied considerably; some 
tumours became almost completely necrotic in 6 hours. 
Inhibition of cell division did not last for more than 
3 days. Between 72 and 96 hours after injection, mor- 
phologically unaltered resting nuclei resumed division 
and rapid proliferation of the tumour began. The 
onset of cell division was probably correlated with the 
restitution of an adequate blood supply. If no resting 
nuclei survived for 3 days, the tumour was no longer 
viable. Repetition of the treatment at 3-day intervals 
did not appreciably increase cell destruction and a 
growth, once re-established, was not noticeably impeded 
by further injections, indicating that either the tumour or 
the mouse became resistant to the bacterial agent. In- 


jection directly into the substance of the tumour was. 


ineffective. Normal tissues in which cell division or 
rapid nucleoprotein synthesis was in progress also 
responded to the polysaccharide but were much less 
sensitive than tumours, about ten times the dose being 
needed to produce comparable effects. Similar cellular 
changes, though less pronounced, were also found in 
spontaneous mammary tumours in rats and mice as well 
as in biopsy material from 16 patients treated with 
polysaccharide for sarcoma, but there only a relatively 
small amount of tissue was affected. 

Injection of polysaccharide followed after 44 hours 
by irradiation of the tumour with x rays destroyed about 
75% of transplanted sarcomata in mice, whereas each 
treatment alone destroyed only about 25%. The com- 
bined effect was greater, therefore, than would be expected 
from a summation of the separate effects. 

It is concluded that S. marcescens polysaccharide 
exerts a direct toxic action on tumour cells which is 
independent of the results of interference with the blood 
supply. Dividing cells are most sensitive to the action. 
The relative insensitivity of carcinoma is unexplained 
but may be due to the smaller content of dividing cells. 
The destructive action of polysaccharide on tumours is 
not attributed, however, exclusively to direct toxic action 
on tumour cells; the anoxia resulting from vascular 
stasis may contribute to the result even in early stages 
before gross haemorrhage is apparent. L. Foulds 


2063. Observations on the Nature of the Oestrous Cycle 
and on the Effect Upon it of the Milk Factor, in Mice of 
Two Inbred Strains, Differing in Mammary Cancer 
Incidence 

E. C. ARMsTRONG. British Journal of Cancer (Brit. J. 
Cancer] 2, 59-69, March, 1948. 9 refs. 


Daily vaginal smears were obtained by the platinum 
loop method from mice of four groups: (1) Twelve R3 
mice with the normal supply of milk factor; 9 mice 
(69%) ultimately developed tumours. (2) Eleven R3 
mice removed from their mothers within 12 hours after 
birth and foster-nursed by CBA females; 3 mice (27%) 


developed tumours attributed to milk factor received 
before the mice were removed from their mothers. 


. (3) Ten CBA mice considered free from milk factor; 


none developed a tumour. (4) Twelve CBA mice 
foster-nursed from 3 to 12 hours after birth by R3 
females; 6 mice (50%) developed tumours. 

The mice were observed as virgins for periods of 56 
to 137 days from weaning or canalization of the uterus. 
Then they were mated and each bore one or more litters. 
Observations were continued for periods of 47 to 163 
days and vaginal smears were then examined for 7 to 21 
days at 9 months and 12 months of age, and thereafter 
at monthly intervals. The results with statistical tests 
of significance are presented in tables. 

Foster-nursing with consequent addition or deprivation 
of milk factor had no apparent influence on the sexual 
cycles but there were indications that certain features 
were characteristic for a particular strain and were 
genetically determined. The cycles were longer in R3 
than in CBA mice but the duration of oestrus was the 
same. Atypical cycles were observed in each group. 
The R3 mice had more frequent and more prolonged 
pseudo-pregnancies than the CBA mice but fewer periods 
of prolonged oestrus. It _is possible that the genital 
tract in the high-cancer strain (R3) was less sensitive than 
that in the low-cancer strain (CBA) both to oestrin and 
to the local irritation (supplied in the experiments by 
taking of repeated smears), which tends to cause corni- 
fication, whereas the hormonal reaction to a mechanical 
stimulus simulating copulation was more sensitive and 
the pseudo-pregnant state was consequently initiated 
more readily in R3 than in CBA mice. The menopause 
occurred later in R3 than in CBA mice. L. Foulds 


2064. Culture of Human Leukaemic Blood Cells in 
vitro; Technique and the Growth Curve 

F. W. Gunz. British Journal of Cancer (Brit. J. Cancer] 
2, 29-41, March, 1948. 22 refs. 


The technique described for the culture of human 
leukaemic blood cells was devised in order to test in | 
vitro therapeutic measures, such as ionizing radiations 
and chemical agents. The cultures were made in tubes 
in a fluid medium containing Ringer’s solution and recon- 
stituted dried human plasma. Total, differential, and 
mitotic cell counts were made at intervals on 31 cultures 
of blood from 11 patients with chronic myeloid leukaemia. 
The rate of mitotic division thcreased rapidly during the 
first few hours of culture, reaching a maximum in the 
basic medium after about 8 hours. The number of 
mitoses increased considerably beyond the eighth hour, 
when rat embryonic extract was added to the medium, 
and reached a peak in between 24 and 36 hours. Since 
ionizing radiations and many chemotherapeutic agents 
act primarily on dividing cells, material for testing their 
action should contain the maximum number of dividing . 
cells, and the addition of embryonic extract is therefore 
recommended for all cultures intended for such tests. 

Cell maturation apparently occurred in the cultures, 
for the number of polymorphonuclear cells usually 
increased during the first 2 days and the increase could 
be attributed only to maturation of immature cells. 
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Decreases in the number of immature cells were attributed 
to the failure of proliferation to keep pace with matura- 
tion. Polymorp honuclear cells died from the earliest 
stages of culture. After the second day, maturation 
and the rate of proliferation of cells, decreasing rapidly 
during the secon d 24 hours of culture, had little influence 


on the growth c urves, which henceforth were determined | 


mainly by degenerative processes. In tests of thera- 
peutic agents, t herefore, no useful purpose is served by 
prolonging cult ure beyond 48 hours. L. Foulds 


2065. Culture of Human Leukaemic Blood Cells in vitro. 
Normal and Abnormal Cell Division and Maturation 

F. W. Gunz. British Journal of Cancer [Brit. J. Cancer] 
2, 41-48, March, 1948. 27 figs., 19 refs. 


Cytological examinations of the cultures, described in 
the preceding paper (Abstract 2064), of human blood 
cells from patients with chronic myeloid leukaemia are 
here reported. The life of-the cultures was divided into 
two phases, a growth phase and a decay phase. 

The growth phase covered the first 36 to 48 hours of 
culture and was characterized by proliferation of im- 
mature cells. Mitoses, though rare in the circulating 
blood, were regularly present in cultures from the second 
hour onwards. The proportions of the different stages 
of mitosis were not grossly abnormal, and, in particular, 
there was no evidence of metaphase arrest. The great 
majority of mitoses during the early growth phase were 
normal and no gross deviation from the haploid number 
of chromosomes was found. Minor irregularities of 
mitoses were seen occasionally and pyknotic mitoses 
were common in the later stages of the growth phase. 
Signs of limited maturation were often seen. As the 
growth phase progressed, more and more cells showed 
signs of abortive or abnormal maturation. It was con- 
cluded that immature cells proliferated by mitosis and 
underwent partial maturation. There was no evidence 
of amitosis and some polypoid cells were attributed to 
endomitosis. Abnormal “ resting cells were present 
even in the earliest stages of culture, increased during the 
later stages of the growth phase, and became very numer- 
ous in the decay phase. Either nucleus or cytoplasm 
might be involved and asynchronism between the two 
was common. The decay phase, characterized by 
degenerative changes and death of all cell types, extended 
for a variable period from the second day of culture. 
The last cell usually died between the sixth and ninth 
days of culture, but sometimes several days later. Ab- 
normal resting cells became very numerous and mono- 
cytoid cells were frequent. L. Foulds 


2066. Influence of 2,3-Dimercapto Propanol (BAL) on the 
Induction of Skin Tumors in Mice by 3,4-Benzpyrene 

L. M. Lusky, H. A. BRAUN, and G. WoopwarD. Can- 
cer Research [Cancer Res.|7, 667-668, Oct., 1947. 1 fig., 
4 refs. 


It has been suggested that the first step in carcinogenesis 
by hydrocarbons is combination with -SH groups on the 
proteins of the cell. “If these free -SH groups have 
been previously blocked by an anticarcinogen or if the 
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anticarcinogen competes with the carcinogen for cellular 
fixation, the carcinogen will be eliminated without 


- producing its characteristic effects.” BAL combines 


with compounds which attach themselves to -SH 
groups and should therefore interfere with the com- 
bination of carcinogen and tissue-SH since both BAL 
and tissue-SH would compete for hydrocarbon. Mice 
were painted with benzpyrene and on the next day with 
BAL in “ carbowax”’. The results are shown below: 


No. 
Start | Survived 
117 Weeks Tumours 


Treatment 


Benzpyrene + 5% 


BAL in carbowax 57°5 
Benzpyrene +carbo- | | 


Benzpyrene alone 


| 55 | 48 | 41 | 85-4 


2067. Heterologous and Homologous Growth of Trans- 
plants During the Course of Development of Spontaneous 
Mammary Tumors in C3H Mice 

H. C. BROWNING. Journal of the National Cancer 
Institute [J. nat. Cancer Inst.| 8, 173-189, Feb., 1948. 
2 figs., 34 refs. 


Spontaneous mammary tumours of C3H mice were 
transplanted into the anterior chambers of the eyes of 
mice. Homotransplantation was made into mice 
of the C3H strain and “ heterotransplantation ” into 
mice of other inbred strains, especially the C57 Black 
strain. [By established usage “ heterotransplantation ” 
indicates transfer to an alien species; its use for transfer 
to a different strain of the same species is confusing.] 
The tumours were classified according to their size into 
5 stages of growth. The smallest tumours, 0-1 to 0-2 cm. 
in diameter, often regressed and histologically many 
of them were foci of squamous-cell metaplasia. No 
tumour larger than 0-2 cm. had that structure and none 
regressed. Multiple tumours were frequent and were 
found in 75% of the mice in which one tumour reached 
a size of 2cm. or more. Up to 7 tumours were found in 
one mouse. The largest of the multiple tumours was 
almost always that which had appeared first. Metastasis 
occurred in 59% of mice with solitary tumours and 63% 
of those with multiple tumours when the sole or largest 
tumour measured 2 cm. or more. 

Homotransplantation into the eyes of C3H mice was 
almost always successful except with the smallest tumours 
measuring 0-1 to 0-2 cm. Homotransplants always 
grew progressively and, if the mouse was allowed to 
survive, filled the anterior chamber, burst out of it, and 
grew unchecked in surrounding tissues. ‘“* Heterotrans- 
plants ” in the eyes of mice of other strains never grew 
progressively; usually they grew for 10 to 12 days, with 
a peak at 8 days, and then regression began. The growth, 
to a varied extent, of the “ heterotransplants ’’ was used 
as an indicator of the degree of “‘ autonomy ” attained 
by the tumour whence they derived. On this assumption 


ay 
cre 
cu 
tu 
de 
: 
of 
| he 
at 
Wi 
| | de 
| 
fir 
er 
= 
th 
cl 
fc 
di 
tl 
fe 
tt 
| I 
u 
| 
fi 
| is 
r 
t 
2 
I 
( 
( 


EXPERIMENTAL PATHOLOGY 599 


“autonomy” of solitary tumours developed and in- 
creased with increasing age and size of the tumours and 
the rate of growth of homotransplants increased con- 
currently. In about a third of the cases in which 2 
tumours from the same mouse were examined the relative 
degrees of autonomy corresponded with the relative sizes 
of the tumours, with the autonomy of solitary tumours 
of comparable age, and with the rapidity of growth of 
homotransplants. In the other two-thirds of cases of 
multiple tumours, the degree of autonomy was either 
about the same in the larger as in the smaller tumour or 
was greater in the smaller tumour whilst the correspon- 
dence between homotransplantation and heterotrans- 
plantation was less sharp or was lacking. It is suggested 
that a second tumour may usurp the autonomy of the 
first or that loss of autonomy by one tumour allows or 
encourages the development of a second neoplastic focus. 

Material for transplantation was obtained by biopsy 
from 7 tumours; about three-quarters of the tumour 
was removed and after -an interval the operation was 
repeated. An appreciable increase in autonomy and in 
the speed of growth of homotransplants was observed 
between the first and second tests on 2 tumours; in 
the other 5 tumours autonomy was not appreciably 
changed except that the capacity for heterologous and 
for homologous growth of one tumour seemed to 
decrease between the tests. 

Old animals were less receptive to heterotransplants 
than younger ones, but sex and the presence of milk 
factor seemed unimportant. Saline suspensions of 
tumours injected into the eye did not grow, but the eyes 
were resistant to subsequent implantation of fragments. 
It was deduced that immunity was provoked even by 
unsuccessful heterotransplantation, that the anterior 
chamber of the eye participated in immune reactions, and, 
further, that autonomy depended not on a failure to 
provoke immune reactions but on a positive growth 
energy. Neither autonomy nor speed of homologous 
growth was correlated with histological structure; this 
is in accordance with the view that autonomy is not 
related to anaplasia or other morphological features. 

[The abstracter does not accept the assumption that 
the ability to grow in the eyes of another kind of mouse is 
a measure of the “* autonomy ” of a tumour.] 

L. Foulds 


2068. The Effect of Folic Acid and its Antagonists on 
Rous Chicken Sarcoma 

P. A. LittLe, A. SAMPATH, V. PAGANELLI, E. Locke, and 
Y. SupBAROW. Transactions of the New York Academy 
of Sciences [Trans. N.Y. Acad. Sci.] 10, 91-98, Jan., 
1948. 1 fig., 4 refs. 


The Rous sarcoma was transmitted by injections of 
aqueous suspensions of frozen tumour. A _ synthetic 
diet free from folic acid completely prevented the develop- 
ment of tumours in baby chicks, although nearly all 
developed tumours when the diet was supplemented by 
daily injections of folic acid. N-methylfolic acid, 


Pteroyldiglutamic acid, and pteroyltriglutamic acid were | 


equivalent to folic acid in furthering tumour develop- 
ment; pteroylaspartic acid, pteroic acid, and p-amino- 


benzoyl-triglutamic acid had no comparable effect. In 
chickens maintained on a normal diet the development 
of tumours was inhibited by administration of various 
folic acid antagonists (4-amino-folic acid, 4-amino-folic 
acid with d(-)glutamic acid, and 4-amino-pteroylaspartic 
acid). After tumours had begun to grow in adult birds, 
administration of folic acid antagonists inhibited further 
growth. It is suggested that folic acid forms the pros- 
thetic group of an enzyme necessary for the “ meta- 
bolism ” of the virus of Rous sarcoma. L. Foulds 


2069. The Rous Chicken Sarcoma in Birds Treated with 
Folic Acid and its Derivatives: A Pathological Study 

E. WoL. Transactions of the New York Academy of 
Sciences [Trans. N.Y. Acad. Sci.] 10, 83-91, Jan., 1948. 
12 figs., 13 refs. 


Observations are recorded on the naked-eye and 
microscopical appearances of Rous sarcoma in 350 
chickens of ages ranging from 2 days to 10 weeks, some 
of which were treated with folic acid or its derivatives. 
Attention is drawn to the differences between slowly- 
growing and rapidly-growing tumours. The whole 
range of these differences was seen in both treated and 
untreated birds, no distinctive pattern or cytological 
detail being specific to either group though the author 
formed the impression that tumours inhibited by treat- 
ment showed more cytological degeneration and, pos- 
sibly, disruption of mitotic figures. [The additions to 
the pathology of the Rous sarcoma provided in this 
report are inconsiderable.] L. Foulds 


2070. Effects of Alloxan upon Function and Structure of 
Normal and Neoplastic Pancreatic Islet Cells in Man 

J. W. Conn and D. L. HINERMAN. American Journal 
of Pathology [Amer. J. Path.) 24, 429-449, March, 1948. 
7 figs., 43 refs. 


A case of organic hyperinsulinism was observed over 
a period of 193 days. During the “ pre-alloxan period ” 
(35 days) numerous investigations of metabolism were 
carried out. The average fasting blood sugar was 31 mg. 
per 100 ml.; carbohydrate tolerance was high. During 
the “‘ alloxan period ” (9 days) a total of 60 mg. of alloxan 
was given intravenously (800 mg. per kilo body weight) 
without untoward reaction. In the “ post-alloxan 
period ”, over the first 15 days the fasting blood sugar. 
averaged 45 mg. per 100 ml., carbohydrate tolerance had 
decreased, but severe hypoglycaemia before breakfast 
persisted. An islet-cell adenoma of the pancreas was 
removed surgically. Frank diabetes mellitus then 
developed, requiring vigorous insulin therapy, which 
was gradually reduced and stopped. Finally, the fasting 
blood sugar became consistently normal, but glucose 
tolerance curves of plateau type persisted. Serial curves 
suggested that normal carbohydrate tolerance would 
eventually return. 

Elaborate histological studies were made on the 
tumour and the normal pancreas. The tumour con- 
formed to the usual descriptions. In many places the 
tumour cells were continuous with ductule epithelium. 
The majority of the tumour cells resembled f cells. In 
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out as usual. 


the tumour there was no evidence of alloxan injury. In 
contrast the normal pancreas showed severe alloxan 
injury; 96% of 8 cells had degenerated or disappeared, 
and 15% of islets were completely destroyed; 7% of 
islets were hyperplastic, and 90% of the cells in them were 
« and 6 cells. 

It is concluded that the normal pancreatic islet cells 
of man are not resistant to alloxan, in contrast to the 
view generally held. On the other hand the cells of 
human islet adenomata are very resistant to alloxan, 
probably because their metabolism is different from that 
of normal islet cells. R. R. Wilson 


CLINICAL PATHOLOGY 


2071. Cytological Findings in Exudates and Transudates. 
[In English] 

G. WiHMan. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 25, 87-97, 
1948. 17 figs: 


The author’s method consists of centrifuging the 
exudate and transferring the sediment by means of a 
funnel into a raw sausage skin, drawn together at the 
lower end. The skin is then placed in a centrifuge tube, 
partly filled with water, and is hung there by catching the 
upper end of the skin between the orifice of the tube and 
arubber bung. After centrifugation, the skin containing 
the concentrated exudate is removed and tied just above 
the sediment. The whole sediment is thus collected, and 
since it and the sausage skin both consist of animal tissue, 
they can be fixed, processed, and blocked in paraffin in 
the usual way. Another method is to fix the sausage 
skin to the stem of a filter funnel. The sediment from 
the centrifuged exudate, together with a small quantity 
of the supernatant, is then poured into the funnel and 
drops into the sausage skin, which is hanging from the 
funnel like the finger of a glove. The skin is tied off 
above the sediment and the superfluous material is cut off. 
Fixation, dehydration, and embedding are then carried 
R. B. Lucas 


2072. The Effect of Surgical Operations on the Brom- 
sulfalein-retention Test 

H. J. TaGNon, G. F. Ropsins, and M. P. NICHOLS. 
New England Journal of Medicine {|New Engl. J. Med.] 
238, 556-560, April 15, 1948. 9 refs. 


This report, from the Memorial Hospital for the Treat- 
ment of Cancer and Allied Disorders, New York, deals 
with 20 patients undergoing operations other than 
abdominal. The absence of pre-existing liver disease 
among these patients was determined by clinical examina- 
tion only. The bromsulphalein-retention, thymol tur- 
bidity, and cephalin flocculation tests were carried out 
before operation, immediately after the operation, and 
again later in convalescence. The two last tests revealed 
no significant change throughout; but in 14 of the 20 
patients the bromsulphalein test showed temporary 
significant retention of the dye over a period of days 
before returning to normal. There appeared to be a 
correlation between the severity of the operation and 
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retention of the dye. The mechanism of this pheno. 
menon is unknown, though the authors speculate on a 
possible transient liver anoxia and on the effects of 
** pentothal ”’ and ether. R. N. Johnston 


2073. Depression of the Exogenous Creatinine/Insulin or 
Thiosulfate Clearance Ratios in Man by Diodrast and 
p-Aminohippuric Acid 

B. CRAwrForD. Journal of Clinical Investigation [J. clin. 
Invest.) 27, 171-175, March, 1948. 38 refs. 


It is confirmed that in normal man the exogenous 
creatinine clearance exceeds the simultaneous inulin or 
thiosulfate clearance to an extent clearly beyond the 
limits of experimental error. In 39 periods in 7 subjects, 
the thiosulfate/inulin clearance ratio averages 0-98, 
confirming the conclusion of Newman, Gilman, and 
Phillips that the thiosulfate clearance is at the level of 
glomerular filtration. 

The administration of large doses of “ diodrast” or 
PAH (substances known to be copiously excreted by the 
renal tubules in man) depresses the creatinine/inulin and 
creatinine/thiosulfate ratio to or towards 1-0. These 
facts are presented as new evidence for the tubular 
excretion of exogenous creatinine, and confirm the 
belief that in man as in other mammals the inulin clear- 
ance is at the level of glomerular filtration.—[Author’s 
summary. ] 


MORBID ANATOMY 


2074. Pathological Histology of the Nerve Endings in the 
Carotid Body. (Zur Pathohistologie der Nervenendi- 
gungen im Glomus caroticum) 

J. MeEYER-ARENDT. Frankfurter Zeitschrift fiir Patho- 
logie |Frankfurt. Z. Path.] 59, 389-397, 1948. 6 figs., 
bibliography. 


Four kinds of endings of nerve fibres in the carotid 
body are described: the end-clubs (chiefly combined 
with varicosities of the fibres), the end-loops, the terminal 
reticulum, and (not previously described) complicated 
multicellular end-bodies with enveloping plasmodia, 
similar to the Vater—Pacini bodies. Pathological changes 
observed in the ectodermal-nervous portion of the organ 
include infiltration with round cells, inflammation, 
cirrhosis, amyloid and hyaline degeneration. and 
arteriosclerosis. O. Neubauer 


2075. Laennec Cirrhosis. Its Histiogenesis, with Special 
Reference to the Role of Angiogenesis 7 

E. Moscucowitz. Archives of Pathology (Arch. Path. 
45, 187-215, Feb., 1948. 27 figs., bibliography. 


Particular attention is paid in this paper to the vascular 
component of the cirrhotic process. Some 75 livers in 
which all stages of the disease were present were studied, 
and in 8 of these serial sections were examined. On the 
basis of comparisons with embryological ‘* angiogenesis ” 
it was decided that new capillary formation was essen- 
tially autochthonous; in serial sections these capillaries 
were found to persist, sometimes maturing into venules 
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to form a direct communication between portal and 
hepatic venous radicles, usually along interlobular septa 
in company with the fibrous tissue, but occasionally 
across a lobule. No evidence of increased arterial 
supply was found in the granulomatous tissue. The 
author also discusses the question of bile-duct prolifera- 
tion and recognizes three types of new bile channel, but 
there was no evidence of liver cell formation from bile- 
duct epithelium. W. S. Killpack 


2076. Spread of Carcinoma to the Spleen. Its Relation 
to Generalized Carcinomatous Spread 

J. W. HARMAN and P. Dacorso. Archives of Pastoleay 
[Arch. Path.] 45, 179-186, Feb., 1948. 30 refs. 


In this rather novel survey, out of 116 cases of car- 
cinoma studied at necropsy 30 were selected in which 
there was a strong tendency towards generalized invasion 
of the body, metastases having been found in organs in 
different body cavities. Cases in which tumour spread 
appeared to have been arrested by regional barriers or 
to have been halted in the pulmonary capillary bed were 
however excluded. At 9 necropsies metastases were 
visible in the spleen, and to these a further 6 cases were 
added in which microscopical metastases were discovered, 
giving a total incidence of 50%. Other organs in which 
nearly half the secondary deposits escaped naked-eye 
detection were: lungs, spleen, pancreas, heart, and bone 
marrow. Other figures of interest are given concerning 
metastasis to other organs. W. S. Killpack 


2077. Chronic Granulomas in the Alimentary Tract 
Caused by Minute Mineral Particles. II. ‘* Boeck’s 
Disease ’” and Occurrence of Minute Mineral Particles. 
(Preliminary Report.) [In English.] 

O. Rervem. Acta Pathologica et Microbiologica Scan- 
dinavica [Acta path. microbiol. scand.] 25, 107-121, 1948. 
7 figs., 11 refs. 


Sections from 209 cases of alimentary tract lesions were 
examined with a view to determining whether the pre- 
sence of foreign bodies acted as an aetiological factor 
in certain chronic inflammatory conditions, including 
foreign-body granuloma, granulation tissue, subacute 
and chronic non-specific inflammation, and conditions 
regarded as definite tuberculosis, mainly in the ileo-caecal 
and ano-rectal regions. The sections were strained by 
Masson’s method, and were also examined under the 
polarizing microscope, the nature of any foreign body 
being deduced from its refractive properties. 

Foreign bodies were considered to have been detected 
with certainty in 53 of the 209 cases. The highest per- 
centage was in the ano-rectal region, foreign bodies being 
found in 34% of the specimens and talcum representing 
85% of all foreign bodies found. In 2 out of 34 cases 
of ileo-caecal tuberculosis it was considered that the 
diagnosis should have been one of foreign-body granu- 
loma. The presence of talcum in the anal lesions is 
ascribed to deposition of this material in the course of 
digital examination. In 4 out of 9 cases of abdominal 
fistula and in 6 out of 8 cases of peritoneal adhesions 
talcum was also found. In a control examination of 
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material from 50 cases of Hodgkin’s disease foreign . 
bodies could not be demonstrated. 

Sections from about 100 cases diagnosed as Boeck’s 
disease were also examined by polarized light. In 4 cases 
crystalline material was found in the nodules, and it is 
suggested that certain cases histologically similar to 
Boeck’s sarcoid may be examples of a more or less 
generalized foreign-body reaction. R. B. Lucas 


2078. Islets of Langerhans in Fibrocystic Disease of the 
Pancreas. A Hitherto Undescribed Abnormality? [In 
English] 

O. TorGERSEN. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 25, 124-130, 
1948. 6 figs., 13 refs. 


Five cases of fibrocystic disease of the pancreas are 
described in which lesions of the islets were present, the 
patients being children aged from 2 months to 2 years. 
Clinically, there had been vomiting, failure to gain weight, 
and loose and fatty stools. The changes in the pancreas, 
apart from the islets, conformed to those already seen in 
fibrocystic disease. The islets, however, showed definite 
changes not previously reported. In number they 
appeared normal, but many of them contained one or 
more duct-like structures lined by epithelium. In some 
this epithelium was of the tall columnar type and closely 
resembled small pancreatic ducts, though more often 
the ducts were less conspicuous, being cleft-like and 
lined by stratified epithelium. In other cases the ducts 
were wider and the epithelium showed degenerative 
changes. Serial sections revealed a connexion between 
these ducts and the excretory ducts of the pancreas. 
The author thinks that these ducts may be related to 
the small tubules demonstrated in the guinea-pig by 
Bensley (Amer. J. Anat., 1911), and that in man, in fibro- 
cystic disease, they persist into post-foetal life. 

R. B. Lucas 


2079. Investigations on the Pathology of the Pancreas 
in the First Year of Life, with Special Reference to the 
Connective Tissue. (Untersuchungen zur Pathologie des 
Pankreas im ersten Lebensjahr unter besonderer Beriick- 
sichtigung des Bindegewebes) 

G. Ute. Frankfurter Zeitschrift fiir Pathologie (Frank- 
furt. Z. Path.] 59, 359-380, 1948. 4 figs., 19 refs. 


In 72 premature infants and infants within the first 
year of life, the weight and length of the pancreas 
differed greatly, without definite relation to age. The 
average weight in newborn infants is 3-07 g. The 
pancreas at this age is very rich in connective tissue; 
this is apparently connected with the special function of 
connective tissue in foetal life; signs of embryonal 
haematopoiesis were frequently seen. There is a relative 
insufficiency of the pancreas at this age which may be 
responsible for certain disturbances. In cases of general 
infection hyperaemia was repeatedly found, and in 3 cases 
haemorrhages were seen. Cases are described in which 
severe alterations (phlegmonous pancreatitis, obstruction 
of duct) had occurred without corresponding clinical 
signs in vivo. O. Neubauer 
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2080. Studies on Vaccinia Haemagglutinin. I. Some 
Physico-chemical Properties 

C. M. Cuu. Journal of Hygiene (J. Hyg., Camb.] 46, 
42-48, March, 1948. 1 fig., 15 refs. 


These observations confirm and extend those originally 
made by Australian workers. Vaccinia haemagglutinin 
(V.H.) was found in virus preparations from rabbit 
tissues and skin, sheep lymph, and chick embryos 
(chorio-allantois). Calf lymph, found by other workers 
to be inactive, was not tested. Only susceptible fowl 
cells were agglutinated. Centrifugation showed V.H. 
to be dissociable from the virus particles, although it 
appeared to be more than a soluble antigen, because a 
purified suspension of elementary bodies had some 
agglutinating activity even after several washings. 

Filtration experiments with “ gradocol *” membranes 
gave a filtration end-point between 230 and 310 my, 
but results were unsatisfactory because of strong 
absorption on to the filters. High speed centrifugation 
studies with both rabbit skin and chorio-allantoic 
preparations suggested that V.H. consisted of uniform 
particles of 65 mu. V.H. was remarkably thermostable, 
withstanding boiling in a water-bath for several minutes 
but being destroyed by autoclaving. It was stable 
between pH 6:0 and 10-0. Attempts to isolate and purify 
it were not successful but yielded some useful informa- 
tion. V.H. was not soluble in ether, although lecithin 
and tissue lipids, which gave non-specific haemagglutina- 
tion, were dissolved. It could be precipitated by 50% 
saturation with ammonium sulphate and by dialysis 
against distilled water, but the precipitate resisted re- 
dispersal. It could be absorbed on to kaolin at pH 6-0 
and eluted at pH 10-0. 

It was confirmed that a similar agglutination of suscept- 
ible fowl cells is produced by lecithin, trypsin and some 
filtrates of cultures of Vibrio cholerae. 

D. G. ff. Edward 


2081. Studies on Vaccinia Haemagglutinin. II. Some 
Immunological Properties 

C. M. Cuu. Journal of Hygiene (J. Hyg., Camb.] 46, 
49-59, March, 1948. 3 figs., 25 refs. 


Rabbits, infected with vaccinia, developed anti-vaccinia 
haemagglutinin antibodies (anti-V.H.). Repeated ob- 
servations showed that over a period of months titres of 
the antibodies varied, but that whereas the agglutinin, 
precipitin, and complement-fixing antibodies varied 
proportionately with each other, the anti-V.H. behaved 
independently. Anti-V.H. was absent from normal 
rabbit sera and from other normal human and animal 
sera, except for one sample of horse serum. It was 
stable at 70°, but destroyed at 80°C. It was contained 
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in the globulin fraction of serum (chiefly in the pseudo- 
globulin). 

If in a haemagglutinin-inhibition test the antigen- 
antibody mixture was incubated for up to 3 hours before 
addition of the red cells higher titres were obtained. 
Vaccinia haemagglutinin (V.H.) can be recovered from a 
neutral mixture with antibody by heating to 100° C,, 
because of its stability at this temperature. Agglutinated 
erythrocytes were rendered stable again by treatment with 
antibody; V.H. actually eluted and combined with anti- 
body. Combination of V.H. with anti-V.H. did not 
fix complement. V.H. itself had little or no precipitating 
or complement-fixing properties and appeared to be 
distinct from the L-S antigen. This was confirmed in 
absorption experiments. Absorption of an antivaccinia 
serum with washed elementary bodies free from V.H. 
removed both agglutinin and neutralizing antibodies, 
but left anti-V.H. intact. Absorption with L—S removed 
the agglutinin but not the neutralizing antibody or anti- 
V.H. Absorption, carried out with V.H. adsorbed on 
fowl erythrocytes, reduced the titre of anti-V.H. but did 
not affect the agglutinin. 

It was concluded that V.H. and L-S were distinct 
antigens and that, although absorption with V.H. 
removed some neutralizing antibody, V.H. and neutral- 
izing antigen were also distinct. V.H. is possibly a virus- 
host interaction product. D. G. ff. Edward 


BACTERIA 


2082. Capsular Antigens in Some Non-haemolytic Strepto- . 


cocci Belonging to the Lancefield Group D. [In English] 
K. SKADHAUGE. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.] 25, 308-318, 
1948. 7 figs., 16 refs. 


The author notes that there is very little information in 
the literature about the presence of capsules in non- 
haemolytic streptococci. In the course of his own 
investigation into the serology of the enterococci he 
observed that capsular swelling occurred not infrequently. 
He discusses the various criteria on which the enterococci 
can be classified into Streptococcus faecalis, Str. lique- 
faciens, Str. zymogenes, and Str. durans, but remarks 
that in recent years the term enterococcus has been 
regarded as synonymous with Group D streptococcus. 

In all, 12 strains showing capsular swelling with the 
homologous antiserum were recovered from infected 
appendices or human faeces. On blood agar they 
showed alpha haemolysis, none of the strains liquefied 
gelatin, and all strains grew in broth at 10° and 45° C. 
while 9 out of 12 were able to grow at 50°C. All strains 
survived heating at 61° C. for 30 minutes; 5 even 
resisted heating to 65° C. for the same time. Reduction 
in milk media was weak or absent. Further, in the 
fermentation tests none of the strains acted on sorbitol. 
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In the serological examination of the strains with sera of 
Lancefield’s groups A, B, C, D, E, F, G, H, and K posi- 
tive precipitation tests were only obtained with group D. 
With antisera prepared for all 12 strains the agglutination 
tests showed little or no cross-agglutination between one 
strain and another, and capsular swelling could only be 
demonstrated in each case by the use of the homologous 
serum. The capsule could best be demonstrated by 
staining with concentrated fuchsin solution to which the 
homologous serum had been added. Absorption tests 
carried out with a strain and its homologous serum showed 
that in some instances the antibody causing swelling 
was completely removed. J. Smith 


2083. Massive Colony Formation of Bacterium fried- 
landeri in the Liver in Agranulocytosis 

J. I. Davipson. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 60, 51-66, Jan., 1948. 4 figs., 3 refs. 


Acommon cause of death in agranulocytosis is bacterial 
invasion of the tissues. Where the course of the disease 
is most rapid the bacteriological findings may not be of 
great interest, but in those cases in which the progress of 
the disease is slower the ante-mortem multiplication of 
the invading bacteria may be remarkable. Such a case 
is described in which the liver presented a curious picture. 
Scattered throughout the surface and deep in the sub- 
stance of the organ were numbers of spherical firm white 
areas about 5 mm. in diameter. Further investigation 
showed that these areas consisted of capsulated Gram- 
negative bacilli or bacteria suspended in a mucoid sub- 
stance. Fresh material was not available for cultural 
identification, but the organism had the morphological 
characters of Bacterium friedlinderi. The lung was 
extensively consolidated and over large areas the alveoli 
were packed with these capsulated Gram-negative bacilli. 

[The lung lesions do not appear to have been quite 
those of the typical Friedlander pneumonia, but rather: 
a generalized infection with an organism of the Fried- 
lander type. Sufficient evidence has been brought 
forward to conclude that the bacterial colonies in the 
liver, at least, began to develop during the life of the 
patient.]} H. J. Bensted 


2084. The Enhancement of Bacterial Infections by 
Adrenaline 

D. G. Evans, A. A. Mines, and J. S. F. Niven. British 
Journal of Experimental Pathology [Brit. J. exp. Pathol.] 
29, 20-39, Feb., 1948. 4 figs., 19 refs. 


Adrenaline increases the susceptibility of animal tissues 


to many bacterial infections. In intracutaneous tests 
in guinea-pigs the addition of 2 yg. of adrenaline to the 
inoculum caused an enhancement of the local infection 
as measured by size of lesion and minimal effective dose 
of bacteria, the enhancement being 100,000-fold in the 
case of Clostridium septicum and Cl. welchii. Not all 
clostridial infections were enhanced. Haemophilus 
pertussis infections in the rabbit were not enhanced. 
Among the organisms tested infectivity of Proteus 
vulgaris and Streptococcus pyogenes was enhanced 


603 


1,000-fold and of B. subtilis and Staphylococcus aureus 
10-fold. The increased susceptibility of the tissues to 
these and certain other infections was confirmed in 
intramuscular tests. Susceptibility to infection with 
influenza A virus given intranasally and pneumococci 
injected intraperitoneally was not increased. 

Lesions due to toxins were enhanced but to a lesser 
extent. The adrenaline effect appeared to be mostly 
upon infection as distinct from intoxication with sub- 
stances in the inocula. Experiments were performed to 
determine the mechanism by which the adrenaline acted. 

The adrenaline was only effective when injected 
together with the organisms or during the subsequent 
2 hours while vasoconstriction persisted. Adrenaline 
inhibited the exudation into tissues normally produced 
by histamine and bacterial toxins. Diapedesis of leuco- 
cytes was inhibited. Decolorization of methylene blue 
injected into the tissues with the adrenaline showed that 
the latter lowered the Eh of the tissues. Solutions of 
adrenaline formed a precipitate with tissue extracts; 
precipitation of tissue fluids and consequent entrainment 
of bacteria may help to explain fixation of bacteria in’ 
tissues in the presence of adrenaline. 

Dyes tended to be fixed in skin treated with adrenaline. 
Bacteria appeared to be similarly fixed, but the experi- 
ments were complicated by the bactericidal action of 
normal serum for many organisms. Diminution of the 
exudate containing normal bactericidal substances in 
the presence of adrenaline and local fixation of the 
organisms instead of the normal rapid dispersal probably 
form part of the adrenaline effect. Physiological con- 
centrations of adrenaline within the body are unlikely 
to effect susceptibility to infection under natural condi- 
tions. Adrenaline is only effective when injected into 
relatively dense tissues. Its effect was studied with a 
view to its use in increasing susceptibility under experi- 
mental conditions for feebly pathogenic organisms. 

D. G. ff. Edward 


2085. Bacterial Lysis and Antiseptics 

R. J. V. Putvertart and G. D. Lump. Journal of 
Hygiene [J. Hyg., Camb.] 46, 62-64, March, 1948. 
6 refs. 


Lysis is produced in young broth cultures of bacteria 
by certain bactericidal agents. Organisms which are 
very susceptible to lysis are staphylococci, pneumococci, 
Bacillus subtilis and Bacterium coli; Shigella dysenteriae 
is less susceptible, and haemolytic and non-haemolytic 
streptococci are only slightly so. Concentrations of 
formalin, phenol, mercuric chloride, sodium hypochlorite, 
and ‘“ merthiolate ” equal to about double the minimal 
bacteriostatic concentration produced lysis. Lysis did 
not occur with much higher concentrations of the first 
three antiseptics, although it was produced by all the 
concentrations of merthiolate tested, as well as by a wide 
range of concentrations of penicillin. Boric acid and 
sulphamezathine” did not produce lysis. Anti- 
septics were added to broth cultures in the logarithmic 
stage of growth. Cultures at 24 hours’ growth or cul- 
tures killed by heating were not subject to lysis. Lysis 
could be observed and measured by a number of different 
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methods; an excellent picture was afforded by stained 
films of organisms collected by centrifugation. 

No lytic agent was present in filtrates of the cultures. 
Lysis appeared to be due to action of autolytic enzymes. 
An antiseptic may kill an organism by interference with 
certain enzyme systems, but may not interfere with the 
autolytic enzymes. Higher concentrations of certain 
antiseptics may destroy autolytic enzymes in addition 
and thus prevent lysis. D. G. ff. Edward 


2086. Investigations on the Typing of Staphylococci by 
Means of Bacteriophage. I. The Origin and Nature of 
Lysogenic Strains. II. The Significance of Lysogenic 
Strains in Staphylococcal Type Designation 
H. W. SmitH. Journal of Hygiene [J. Hyg., Camb.] 46, 
74-81, and 82-89, March, 1948. 13 refs. 


As a high proportion of strains of Staphylococcus 
aureus isolated from cattle are susceptible to one phage 
(42D), an attempt was made to differentiate between 
them. Seven out of 23 type-42D strains carried a phage 


‘lysogenic for other strains of the group. None were 


lysed by phages active for other types of staphylococci. 

A 42D phage filtrate lysed non-lysogenic strains to 
full titre but lysogenic strains only to a partial titre. 
The propagating strain for the phage itself was only 
acted upon to a partial titre but a higher titre was ob- 
tained after further adaptation. Certain other strains 
which could not be typed by the ordinary method were 
also lysed to a partial titre. Seven phages (5 obtained 
from lysogenic group 42D strains and 2 from adapted 
strains), shown by cross-resistance tests to be different, 
were titrated against a number of 42D strains and also 
against other untypable strains shown to be lysogenic for 
group 42D strains. The lysogenic strains could be 
divided into 9 phage types according to the pattern of 
their reactions, thus allowing a sub-division of the 42D 
group. The non-lysogenic strains were susceptible to all 
the test phages. Typing depended on acquired phage 
resistance of the lysogenic strains. Out of 200 strains of 
coagulase-positive staphylococci isolated from cattle 93 
were of group 42D and of these 47 were lysogenic. There 
were also 62 untypable strains; 47 were susceptible to the 
test phages and thus their inability to be typed depended 
on acquired phage resistance. ; 

In an investigation of strains isolated from sheep which 
belonged to another phage type lysogenic strains were also 
demonstrated and difficulty of typing was shown to be 
due to acquired resistance. Certain of the strains used 
to propagate the routine type phages were found to 
be lysogenic. Most strains of staphylococci made 
resistant to a phage were shown to be carrying that 
phage. In the use of strains made resistant to two 
different phages either one or both phages could be 
demonstrated. 

In the second paper it is shown that the various sub- 
types in phage types 1, 2, and 3 (Wilson and Atkinson) 
are due to the fact that the majority of the strains are 
lysogenic and to the occurrence of acquired phage 
resistance. A classification is suggested of what are 
conveniently called genetic types, independent of 
acquired phage resistance. Lysogenic strains with 


acquired resistance, and resistant variants of non- 
lysogenic strains, retained their properties unaltered after 
a year’s maintenance in the laboratory. 

When two strains of staphylococci were cultured 
together in broth, one strain being non-lysogenic and the 
other lysogenic for the former, only organisms of the 
lysogenic phage types could eventually be isolated from 
the mixture. From similar mixtures of two strains 
lysogenic for each other only organisms of a new phage 
type, which was a resistant variant of one of them, were 
isolated. In the course of an examination of many strains 
of staphylococci isolated from milk samples from one 
herd evidence was obtained that such resistant variants 
might be found in the field. The epidemiological 
significance of the findings is discussed with particular 
reference to different sub-types developing under field 
conditions when observations are extended over a pro- 
longed period. The results suggest that it is important 
to isolate strains directly on plates and not after previous 
incubation in broth. D. G. ff. Edward 


2087. The Biochemistry of Bacterial Toxins. 2. The 
Enzymic Specificity of Clostridium welchii Lecithinase 
M. G. MacFarLane. Biochemical Journal [Biochem. J.] 
42, 587-590, 1948. 3 refs. 


Lecithinase activity has previously been demonstrated 
in Clostridium welchii toxin. Tests for enzymic hydro- 
lysis of other phosphorus compounds, by methods 
previously described, showed that crude sphingomyelin 
was hydrolysed to the extent of 70%, but more slowly than 
lecithin. The hydrolysis, like that of lecithin, was acti- 
vated by calcium ions and inhibited by sodium fluoride. 
The products of hydrolysis were phosphorylcholine 
and a phosphorus-free compound approximating in 
composition to lignocerylsphingosine. Neither phos- 
phatidylethanolamine nor _ phosphatidylserine (the 
“* kephalin ” fraction from sheep brain) was hydrolysed. 

P. B. Marshall 


2088. The Biochemistry of Bacterial Toxins. 3. The 
Identification and Immunological Relations of Lecithinases 
Present in Clostridium oedematiens and Clostridium 
sordellii Toxins 

M. G. MACFarRLAnE. Biochemical Journal { Biochem. J. 
42, 590-595, 1948. 11 refs. 


In toxins from strains of Clostridium oedematiens and 
Cl. sordellii, lecithinase activity was determined by 
estimation of acid-soluble phosphorus liberated from 
lecithin, and the lecitho-vitellin (L.V.) factor by the 


development of turbidity ina clear emulsion of egg yolk. . 


Analyses of the products of the reactions were carried out. 
Cl. oedematiens type-A toxin contained two lipolytic 
enzymes, a lecithinase (y-toxin) similar in action to cl. 
oedematiens B-toxin and to Cl. welchii «-toxin, and a 
lipase splitting off fatty acids, while type-B toxin contained 
lecithinase only. This.is consistent with the morpho- 
logical appearances of these strains in plate tests, since 
type-B strain does not produce the “ pearly layer” on 
the surface of the culture which is characteristic of type A. 
The lipase of type-A toxin is probably the same factor as 
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Qakley’s ¢-toxin. The action of Cl. oedematiens 


lecithinase (8-toxin) was optimal over a pH range of 
60 to 7°6 and its activity was increased by calcium 
chloride and inhibited by sodium fluoride. Cl. oedema- 
tiens toxin had a much lower lecithinase activity than had 
Cl. welchii toxin, and type-A toxins had less activity than 
B. 

hen of antilecithinase activity by antitoxic 
sera showed that, while there was little inhibition of 
p-lecithinase by type-A serum, there was complete 
inhibition of y-lecithinase by type-B (Todd 3) if sufficient 
serum was added. This apparent cross-reaction was 
explained by the fact that all the horses from which the 
sera were prepared received a preparatory dose of alum- 
precipitated toxoid from a type-A (y-toxin) filtrate. 
It was finally concluded that lecithinase activity in the 
various types of toxins was inhibited by a homologous, 
but not by a heterologous, antitoxic serum, and that type- 
A and type-B lecithinase were probably identical respec- 
tively with the y- and f-toxins of oedematiens. 

In Cl. sordellii filtrates, lecithinase activity was lower 
than the L.V. value, suggesting the presence of a second 
factor affecting egg yolk. This toxin may contain an 
enzyme attacking the yolk protein, thereby affecting the 
turbidity development in the L.V. test, but it is more 
probable that it contains a lipase similar to that of Cl. 
oedematiens type A, since cultures of Cl. sordellii showed 
the “ pearly layer”. The products of hydrolysis of 
lecithin were not identified, but the reaction is probably 
similar to that of Cl. welchii. An inhibition of 50 to 
100% of the L.V. reaction was obtained with both C7. 
welchii and Cl. oedematiens antitoxic sera (Cl. sordellii 
antitoxins being unobtainable). Further work on the 
purification of Cl. sordellii \ecithinase is necessary before 
the inhibitory action of antitoxins can be tested on this 
enzyme. P. B. Marshall 


2089. A New Mycobacterial Infection in Man. I. 
Clinical Aspects. II. Experimental Investigations in 
LaboratorgAnimals. III. Pathology of the Experimental 
Lesions in the Rat. IV. Cultivation of the New Myco- 
bacterium 

P. MAcCa.LiuM, J. C. ToLHurst, G. BUCKLE, and H. A. 
Sissons. Journal of Pathology and Bacteriology [J. Path. 
Bact.] 60, 93-122, Jan., 1948. 18 figs., 38 refs. 


In 1940, in the district of Bairnsdale, Victoria, in a 


boy of 24 years an ulcer developed in the skin of the leg, © 


the marginal tissues of which were found to be teeming 
with acid-fast bacilli morphologically indistinguishable 
from tubercle bacilli. Histological and cultural methods 
failed to confirm this identity. The tissue reactions 
were not typical of tuberculous infection, the organism 
would not grow on laboratory media under conditions 
suitable for the cultivation of Mycobacterium tuber- 
culosis, and inoculation into the usual laboratory animals 
was not followed by any obvious infection. The 
ulceration in the skin of the patient was of a progressive 
nature lasting for about 6 months. An unexplained 
deterioration set in and the child died without an imme- 
diate cause of death being revealed. 

Since 1940 there have been four similar cases from 
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the same area, and a further one from a district some 
200 miles distant. These cases all commenced with 
a small abrasion or insect bite either on the shin or on 
the forearm—usually the former. Except for the first 
case the condition cleared up after the application of 
bland lotions, wide excision of the ulcerated areas and 
skin-grafting. Nevertheless, the total duration of the 
disease, with the exception of the last case (4 months), 
was on an average 16 months. Leprosy was excluded 
on clinical grounds and the ultimate success achieved in 
the cultivation of the infecting organism would appear to 
substantiate such conclusions. 

The inoculation of ground-up tissue from the third 
patient into a rat resulted in the death of this animal some 
13 months later, but the only lesion found in the animal 
was a small nodule in the inguinal region at the site of the 
inoculation, containing acid-fast bacilli, and attempts at 
passage of this material failed. Another rat inoculated 
intraperitoneally with pus from the same patient died 
in 4 months, the lungs containing many acid-fast bacilli. 
A saline extract of the lung tissue was injected intra- 
peritoneally into another rat and 9 months later the 
abdomen of this animal became visibly distended. When 
it was killed about 50 ml. of peritoneal fluid, teeming with 
acid-fast bacilli, was recovered. Passage experiments 
from then onward were fairly successful—even to the 
extent of producing ulcerated skin lesions crowded 
with acid-fast bacilli. The most characteristic lesion 
in male rats inoculated intraperitoneally was swelling of 
the scrotum after an average of about 4 months with 
fixation of the testes due to an early reaction in the 
epididymis. Ascites developed later and in some cases 
the whole of the posterior part of the animal became 
oedematous and ulcerative. The rats died about | year 
after inoculation. 

Mice were also successfully inoculated, but there was 
a latent period of 3 to 6 months before the swelling of 
the subcutaneous tissues and the abdomen began, and 
gross subcutaneous oedema was more common. Occa- 
sionally small lesions of a non-progressive or self-healing 
nature were noted in guinea-pigs, rabbits, fowls, and 
lizards. The most remarkable features of the pathology, 
as seen in the rat, were the long latent period, the regu- 
larity of the epididymal involvement, and the great 
exudation of fluid—up to 200 ml. The actual type of 
cellular reaction was not so distinctive. 

The early failures to cultivate the new mycobacterium 
in the laboratory were due to the very restricted tempera- 
ture requirements for growth. The optimum tempera- 
ture proved to be 33° C.; above 37° and below 25° C. 
growth could not be demonstrated. Egg-yolk agar and 
Petragnani’s media were the most suitable for the 
cultivation of the organism. Visible colonies developed 
in about 4 weeks in primary culture and about 2 weeks in 
secondary culture. The young colonies were trans- 
parent, smooth, and dome-shaped, but the fully grown 
colonial forms varied somewhat according to the medium 
employed. Generally they were opaque and only slightly 
convex or even flatter. Suspensions of these cultures 
reproduced the complete course of the disease in rats. 
The organism was killed by heating to 60° C. for 30 
minutes. It is concluded that the new mycobacterium, 
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which has not yet been named, was the true cause of 
the condition described in the 6 human cases; infection 
would seem to have been caused by inoculation of the 
organism at the site of the initial lesion, but the agent has 
yet to be discovered. H. J. Bensted 


IMMUNITY 


2090. Serological Differentiation of Lipids from Ox 
Brain. (Uber die serologische Differenzierung von 
Lipoiden aus Rinderhirn) 

F. HEIMANN and A. KLopstock.. Schweizerische 
Zeitschrift fiir Pathologie und Bakteriologie [Schweiz. Z. 
Path. Bakt.| 11, 11-24, 1948. 13 refs. 


Injection of lipids (lecithin, cephalin, sphingomyelin) 


treated with pig serum into rabbits resulted in the produc- 
tion of complement-deviating antibodies. Anti-lecithin 
sera were the weakest; anti-Merck-lecithin sera reacted 
more strongly with Merck-lecithin than with brain lipids. 
Anti-brain-lecithin-sera gave no reaction with Merck- 
lecithin. Antisphingomyelin sera reacted more strongly 
with sphingomyelin than with brain-lecithin or cephalin. 
C. L. Oakley 


2091. The Antibody Response in Cases of Radiation 
Lymphopenia and in the Reticuloses 

R. W. Evans. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 60, 123-130, Jan., 1948. 13 refs. 


With a suspension of Salmonella paratyphi A (H) as 
antigen, the author examined the antibody response in 
30 patients with a lymphopenia due to radiation therapy, 
and in a control group of 17 normal individuals. There 
was a delay in antibody production, and a diminution in 
the amount produced, in the test patients; this was 
associated with the reduction in number of circulatory 
lymphocytes. The author agrees with Bunting that 
microphages and macrophages play no part in the 
formation of antibodies, but by breaking down antigens 
into simpler substances prepare them for utilization by 
the lymphocytes. Exposure to x rays by inhibiting 
the lymphocytes would thus delay or prevent anti- 
body response. Similar examinations of cases of 
Hodgkin’s disease (3), chronic leukaemias (7 myeloid and 
5 lymphatic), lymphosarcoma (5), and lymphofollicular 
reticuloses (2) revealed poor agglutinin responses except 
in myeloid leukaemias; these failures of antibody 
formation may be related to and proportional to the 
disorganization of the lymph nodes in these diseases. 

John F. Wilkinson 


2092. The Influence on the Formation of Antitoxin 
Exercised by Dead Diphtheria Bacilli Added to Diphtheria 
Toxoid in the Immunization of Rabbits and Horses. [In 
English] 

A. LiTHANDER. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 25, 439-443, 
1948. 12 refs. 


As judged by experiments on a small number of rabbits 
and horses, the addition of 2% moist weight of formalin- 
killed diphtheria bacilli to diphtheria toxoid converted 


it into an antigen as good as diphtheria toxoid plus 
tapioca; the antigen so produced was less irritant and 
gave rise to fewer abscesses than did tapioca-treated 
toxoid. C. L. Oakley 


2093. Preparation of Purified Antitoxins. [In English} 
A. HANSEN. Acta Pathologica et Microbiologica Scan- 
dinavica [Acta path. microbiol. scand.| 25, 460-484, 1948, 
7 figs., 4 refs. 


In the author’s method for purification of antitoxins, 
8 litres of blood from immunized horses are taken into 
acetate-lactate buffer (80% lactic acid 130 ml., sodium 
acetate 155 g., sodium hydroxide 52 g., sodium chloride 
125 g., distilled water to 22 litres), the mixture acidified 
to pH 5-5 with hydrochloric acid (450 ml. N.HCI diluted 
to 500 ml. with distilled water) and “ clotted” by addi- 
tion of 1,280 ml. 2% “‘ bentonite”. The fibrin coagulum 
and red cells are removed by centrifugation; the serum 
protein supernatant is cleared by further bentonite treat- 
ment, determined by experiment. The clarified protein 
solution is then adjusted to pH 3-2 with half-normal 
hydrochloric acid and digested with pepsin solution 
(final concentration 2 U.S.P. units per ml.) for 18 hours 
at 20° C., with readjustment of pH to 3-2 one hour after 
addition of pepsin. 
adjustment of pH to 6-5 by cautious addition of half- 
normal NaOH with vigorous stirring. Non-specific 
proteins are removed by adsorption on aluminium 
hydroxide gel, repeated up to five times till the material 
is clear, and the product is ultrafiltered through collodion 
membranes supported on porous porcelain kidney 
filters, and concentrated by addition of 290 g. ammonium 
sulphate per litre, filtration, and dialysis of the filter-cake 
against running tap water. C. L. Oakley 


2094. Behaviour of Heterogenous and Species-specific 
Alcoholic Organ Extracts in the Presence of Rabbit Serum 
with later Addition of Pig Serum. (Uber das Verhalten 
heterogenetischer und arteigener alkoholisgher Organ- 
extrakte bei der Zwischenschaltung von Kaninchenserum 
und nachtraglicher Zugabe von Schweineserum) 

F. HEIMANN. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path. Bakt.| 11, 1-10, 
1948. 11 refs. 


The author shows that heterogenetic organ extracts 
(such as alcoholic extracts of horse kidney) and alchoholic 
rabbit organ extracts are not antigenic alone, and are 
made fully antigenic when treated with pig serum diluted 
with sodium oxalate and calcium chloride solution, but 
are not antigenic when treated with rabbit serum before 
treatment with pig serum. (Antigenicity tests were 
carried out in rabbits.) He therefore concludes that 
Landsteiner’s view that the real antigen is an organ- 
extract—protein complex is unsound, and that the foreign 
protein merely coats the organ-extract molecules and 
carries them with it to the antibody-producing cells, 
while the autologous protein though it coats the organ- 
extract molecules in a similar way has no capacity to 
carry them to the antibody-producing cells. 

C. L. Oakley 
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2095. Salicylate Tolerance and Toxicity in Children 
E. Dusow and N. H. SoLomon. Pediatrics [Pediatrics] 
1, 495-504, April, 1948. 4 figs., 20 refs. 


Salicylates in large doses (0-13 to 0-19 g. per, kilo body 
weight daily) have recently been used in the treatment of 
rheumatic fever in young adults without evidence of 
toxicity, but conflicting reports have been published of 
the tolerance of children for comparable doses of the 
drug. Salicylate intoxication has been reported in 
children acutely ill with rheumatic fever, while equivalent 
dosage in convalescent children was well tolerated. After 
ingestion salicylate is rapidly absorbed, and although 
excretion by the kidney is also rapid, cumulative effects 
may result from prolonged 4-hourly administration. A 
decrease in carbon dioxide content of serum is found 
early, attributable to central stimulation of respiration 
rather than to acidosis; in fact there may at first be an 
alkalosis. A true acidosis develops later, with in- 
creased serum chlorides, loss of base in the urine, and 
accumulation of acid metabolites. 

In this study a group of 19 children ranging in age 
from 8 months to 114 years were treated with sodium 
salicylate or acetylsalicylic acid in doses of either 0-1, 
0-125, or 0-15 g. per kilo body weight per day. The daily 
dose was given in four aliquot parts 4-hourly during 
the day; no alkali was given. Plasma salicylate levels, 
serum carbon dioxide content, and blood pH values were 
studied throughout. Six patients, from 3 to 114 years 
old, were given 0-15 g. per kilo body weight daily. Five 
showed definite toxic symptoms—hyperpnoea, apathy 
and lassitude, anorexia, and tinnitus. Administration 
of the drug was stopped before more severe toxic symp- 
toms occurred. Plasma salicylate levels in these cases 
ranged from 32 to 41 mg. per 100 ml. The one child 
who showed no toxic symptoms on this dosage was 
afebrile and convalescent when treatment started. 
Acetylsalicylic acid appeared to be more toxic than 
sodium salicylate. An early fall in serum carbon dioxide 
content, followed by a gradual further fall, was noted; 
blood pH rose at first, falling gradually later. The urine 
contained albumin, casts, red and white blood cells, and 
acetone. Gerhardt’s test was positive constantly; reduc- 
tion of Benedict’s solution was noted occasionally. 
When the dose of salicylate was reduced to 0-1 g. per 
kilo body weight daily, plasma salicylate values averaged 
only 20 mg. per 100 ml., well below the advocated thera- 
peutic level of 35 mg. per 100 ml. With the intermediate 
dose of 0-125 g. per kilo body weight daily, plasma 
salicylate values ranging from 30-9 to 39-4 mg. per 100 ml. 
were obtained. None of the children receiving this dose 
showed any symptom of toxicity after prolonged ad- 
ministration, and serum carbon dioxide content and blood 
PH values were normal. In infants and children under 
3 years of age therapeutic plasma levels were not reached 
with doses of sodium salicylate up to 0-15 g. per kilo. 


The early symptoms of salicylate toxication are hyper- 
pnoea, anorexia, apathy, and lassitude. In the treatment 
of salicylate poisoning blood pH determinations give the 
best indication of the need for alkali therapy, for low 
serum carbon dioxide values may be due to centrally 
stimulated hyperpnoea and be accompanied by a rising 
pH. True acidosis with lowering of both carbon dioxide 
content and pH on the other hand is an indication for the 
free administration of alkali by oral and parenteral 
routes. Salicylate tolerance is diminished in acutely ill 
children, and here the dehydration of fever and vomiting, 
the accumulation of acid metabolites, and impairment 
of renal function dispose to intoxication. P. 7. Bray 


2096. Oral Administration of Penicillin to Premature 
Infants and the Newborn. (L’administration de la 
pénicilline par la voie buccale aux prématurés et nouveau- 
nés) 

R. Gostor and H. TroJANOVA. Paediatria Danubiana 
[Paediat. danub.| 3, 117-121, March, 1948. 3 figs., 9 refse 


In premature infants almost no difference was found 
between the effects of penicillin given by mouth or intra- 
muscularly. A useful blood level was maintained for 
6 hours after administration of 5,000 units. The drug 
was given in a spoonful of milk a quarter to half an 
hour before feeds; 4-hourly administration, however, was 
preferred in order to maintain a constant blood level. 
The same results were achieved in full-term infants with 
doses of 10,000 units. In infants over 1 month old 
penicillin should be given intramuscularly every 3 hours 
in doses of at least 5,000 units. H. Herlinger 


2097. Hunger Edema in Children 
E. P. Petrripes. Journal of Pediatrics [J. Pediat.) 32, 
333-350, April, 1948. 14 figs., 17 refs. 


Forty children out of a group of 106 with nutritional 
oedema in Athens were investigated to ascertain the 
relation between hunger oedema and the serum protein 
level, the value of animal protein in re-establishing normal 
protein levels, and the effect of this on the oedema. 
Most of the children were between 1 year and 3 years 
old; hunger oedema was not seen below the age of 
6 months. Males were more often affected than females 
(6 to 4). The clinical picture was typical and the condi- 
tion usually severe; 81 children out of the 106 recovered 
and 25 died (23-6%). _The oedema disappeared by about 
the thirteenth day of treatment with gradual restitution 
of food intake. 

The 40 children specially studied were divided into 
4 groups. For the first, consisting of 30 children, the 
serum proteins were estimated refractometrically at 
intervals until recovery. The determinations showed 
continuously increasing levels and a parallel diminution 
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of oedema. In the second group there were 4 children 
and animal protein was withheld from the diet of 3 of 
them for periods varying up to 13 days. In these serum 
protein did not rise and in the younger children the 
oedema was increased. Animal protein (milk and eggs 
and cream) was then added to the diet, the caloric intake 
being kept stable by diminishing the fat and carbohydrate 
intake; the serum protein level immediately began to 
rise and the oedema disappeared when the level reached 
normal. The fourth child, aged 10, was given no animal 
protein, but a high vegetable protein diet and he reacted 
similarly. The author concludes that in older children 
vegetable protein can replace animal protein if given 
in sufficient quantity, whereas younger children need 
animal protein. In the third group of 3 children, | 
was given milk and sugar, the second egg-white and sugar, 
and the third egg-yolk and sugar. In the first and third 
there was a progressive increase in serum proteins and 
loss of oedema while in the second protein level remained 
consistently low (3-06 g.) and oedema did not improve. 
In the fourth group nutritional oedema was produced in 
3 normal children by withholding animal protein. The 
serum proteins diminished steadily and oedema appeared 
after 39, 37, and 20 days respectively. All returned to 
normal when adequate animal protein was added to the 
diet. From these experiments the author concludes that 
nutritional oedema is due to hypoproteinaemia and that 
there is a direct relation between the two. 
W. F. Gaisford 


2098. Normocalcaemic Tetany. Data Contributory to 
the Diagnosis of Idiopathic Tetany. [In English] 

F. Gerté6czy. Paediatria Danubiana [Paediat. danub.] 3, 
134-150, March, 1948. 43 refs. 


The different fractions of the total serum calcium and 
their significance are discussed. The potassium/calcium 
ratio (normally between 1-87 and 2-1) is an indicator 
of the level of the ionized calcium fraction and is of 
importance in the diagnosis of normocalcaemic tetany. 
If the ratio exceeds 2-1 tetany may occur with calcium 
values above 10 mg. per 100 ml., whereas if the quotient 
remains below 1-87 latent tetany will not be present even 
with very low calcium values. In tetany administration 
of “* A.T.10” results in clinical improvement and return 
to normal of the potassium/calcium quotient while the 
total blood calcium remains unchanged or may decrease. 
Three cases of normocalcaemic tetany are reported in 
detail. H. Herlinger 


2099. Anaerobic Metabolism in the Newborn Infant. 
I. On the Resistance of the Fetus and Newborn to Oxygen 
Lack 

J. L. Witson, H. S. REARDON, and M. MuRAYAMA. 
Pediatrics (Pediatrics] 1, 581-592, May, 1948. 5 figs., 
17 refs. 


The authors first discuss in detail investigations of 
others on the resistance of newborn animals to anoxia, 
as well as studies on the acid-base balance in normal 
full-term and premature infants. They record observa- 
tions of the pH values and carbon dioxide content and 


tension in healthy premature infants, these determinations 
being carried out on temporal artery blood and capillary 
arterial blood plasma in 12 premature infants whose 
ages ranged from 3 to 45 days, and whose birth weights 
ranged from 1,120 g. to 2,000 g. The average pH value 
was found to be 7-3 with a range from 7-18 to 7-48. 
The average total carbon dioxide content in milliequi- 
valents per litre was 19-3, with values of 12-7 and 25-3 
as lower and upper limits respectively. From these 
results, which substantially confirm those of Raiha and 
Branning, the authors conclude that in premature infants 
there is dn acidosis with a low pH, low total carbon 
dioxide content, and low carbon dioxide tension. This 
acidosis they presume to be due to an increase in blood 
organic acids, such as lactic and pyruvic acids. 
Studying the effect of high oxygen concentration (70%) 
on the respiration of premature infants, they observed 
that the type of respiration occurring when the infants 
were in room air was periodic and this could be trans- 
formed to the normal form of breathing by administration 
of a high oxygen concentration. These observations 
indicate that in room air the total effectiveness of the 
pulmonary ventilation in premature infants is insufficient 
to prevent a type of respiration usually interpreted as 
resulting from oxygen lack. As it occurs in healthy 
premature infants the authors consider it to be evidence 
of the existence of a partial anaerobic type of metabolism 
which they plan to study further. W. F. Gaisford 


2100. Growth and Physical Performance of Children in 
Relation to Maturity 

R. W. B. Exwis. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.] 41, 343-348, June, 1948. 
3 figs., 7 refs. 


Assessment of growth and nutrition should take into 
account not only age but maturity, particularly in children 
over 9 years of age. In the present study 3 gradings were 
made—non-pubescent, pubescent, and adolescent—ac- 
cording to the presence or absence of breast develop- 
ment and of menstruation in girls and of pigmented pubic 
hair and genital development in boys. In 208 boys aged 
11 to 16 years the development was observed, and it is 
remarked that the raising of the school-leaving age will 
affect the maturity of boys entering employment. It was 
found that boys who matured early were heavier and 
taller than those who matured late. Height and weight 
increase are accelerated just before pubescence. Physical 
performance in relation to maturity was also assessed. 

Beryl Twyman 


2101. The Breast Feeding of Mature Infants during the 
Neonatal Period, and the Influence of Some Factors on the 
Same. [In English] 

J. StrR6M. Acta Pediatrica [Acta pediatr., Stockh.| 3, 
Suppl. 1, 55-77, March 1, 1948. 7 figs. 


The author’s case material comprises 1,074 infants 
with a birth weight of over 2,500 g.; 43-9% of the mothers 
were primiparae and 56-1% were multiparae. A probable 
correlation both for primiparae and multiparae could 
be established between the infants’ birth weights and the 
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total amount of breast milk secreted during the first 
2 to 7 days. The latter was also found to stand in a 
negative correlation to the age of the mother. Only 
relatively serious illness of the mother was found to 
influence secretion of the mammary glands. Primiparae 
normally have a considerably smaller amount of breast 
milk at first, and all the factors that affect the latter 
adversely have a much greater influence in the case of the 
primiparae, but both in health or illness these differences 
between primiparae and multiparae rapidly disappear 
and are very small 1 week after delivery. [Good use is 
made of the statistical material.] H. Herlinger 


2102. Control of Air-borne Infections in a Nursery for 
Young Infants 
I. ROSENSTERN. American Journal of Diseases of 
Children [Amer. J. Dis. Child.| 75, 193-202, Feb., 1948. 
5 figs., 7 refs. 


An investigation into the methods of controlling air- 
borne cross-infection in a nursery for infants has been 
conducted over a period of 7 years. Air conditioning 
alone was ineffective, although when this was associated 
with germicidal irradiation of the upper air there was an 
improvement. Air conditioning with germicidal light 
barriers between beds was more efficient, as was air 
conditioning with mechanical barriers. The use of 
flannel and gauze face masks is recommended, although 
further investigations are being made to decide the most 
efficient forms. N. M. Jacoby 


2103. Encephalitis as a Causative Factor in Behavior 
Disorders of Children. An Analysis of Seventy-eight 
Cases 

J. V. GREENEBAUM and L. A. Lurie. Journal of the 
American Medical Association [J. Amer. med. Ass.] 136, 
923-930, April 3, 1948. 4 figs., 5 refs. 


This is the third report by these authors, bringing the 
number of cases studied to 78 out of a total of 2,700 
children referred for in-patient observation of behaviour 
problems. The follow-up period ranged from 4 to 
26 years. The aetiology of the preceding encephalitis 
was a virus infection in 47:5%, a toxic condition in 
37%, and trauma in 15-5%. In most cases the mental 
change was neticed immediately after the encephalitis, 
but strangely enough none of the cases was referred in 
the acute stage. Examination of the children revealed 
neurological signs in all but 21. The electroencephalo- 
grams of 15 children were normal in 6, abnormal in 8, 
and doubtful in 1. Behaviour changes were classified 
as: (1) simple behaviour disturbance (33%); (2) psycho- 
pathic behaviour (46%); (3) psychotic behaviour (21%). 
Intelligence tests on admission showed that 14 children 
were feebleminded, 7 were borderline, and 57 were of 
average intelligence or superior. In 47 cases the tests 
were repeated some years later, and it was found that in 
9 the intelligence quotient was unchanged, in | it was im- 
proved, and in 37 it had deteriorated. 

The authors consider that the prognosis is poor in 
Spite of treatment; they give details of 3 cases. 

N. M. Jacoby 


M—2R 


2104.. Oxycephaly with Optic Atrophy. Report on 
Results of the King Operation 
J. V. LisMAN. American Journal of Ophthalmology 


[Amer. J. Ophthal.] 31, 311-317, March, 1948. 8 figs., 
12 refs. 


Oxycephaly is a congenital abnormality of the bones 
of the skull in which there is premature synostosis of 
the face and head; increase of intracranial pressure 
and optic atrophy are common complications. Three 
groups are recognized. In the first there is closure of the 
sagittal suture and in the second the coronal sutures are 
involved, while in the third both are affected. The signs 
and symptoms are those of increased intracranial pressure. 
The size of the orbits may be decreased, and exophthal- 
mos and lagophthalmos may be found. Vision usually 
becomes defective at an early stage. There is some doubt 
whether the optic atrophy is primary or secondary, but 
there appears to be little evidence that the optic foramen 
is small. A case is reported in which the right eye 
showed marked primary atrophy. This case was treated 
by the King morcellation operation. There was some 
immediate improvement of the vision in the right eye, 
but this was not maintained. It is pointed out that the 
optic atrophy may be due to the small size of the optic 
foramen, to papilloedema, or to distortion of the optic 
nerves by traction. The most rational treatment appears 
to be the linear craniectomy of Faber. Exophthalmos, 
always recedes after operation. A. G. Cross 


2105. Congenital Megacolon. Results of Treatment by 
Spinal Anaesthesia 
E. D. TeLtrorp and H. A. Haxton. British Medical 

Journal (Brit. med. J.| 1, 827-828, May 1, 1948. 3 refs. 


The late results in 12 cases of megacolon treated from 
2 to 9 years previously are reported. Normal bowel 
action with improvement in growth, mental development, 
and complexion resulted in 8 of the cases. There was 
considerable improvement in another 2 patients, while 
treatment failed in the remaining 2 children. There may 
be a delay of several weeks after treatment before im- 
provement is manifest. Good results are more certain 
in younger patients and 12 years seems the upper age 
limit for success. : H. Herlinger 


2106. Stomatitis in Infants Caused by B. mucosus 
capsulatus 

R. L. FAucett and H.C. MILLer. Pediatrics [Pediatrics] 
1, 458-461, April, 1948. 1 fig., 1 ref. 


A type of membranous stomatitis observed in 6 infants 
(4 within the neonatal period) is described. In each case 
a Gram-negative organism probably belonging to the 
Bacillus mucosus capsulatus group was recovered from 
the lesions on culture; in 3 cases it was the only organism 
found and in the remaining 3 cases it was accompanied by 
Monilia albicans. The claim that the organism dis- 
covered was probably responsible for the disease is. 
supported by: (1) the failure to find it in routine nose 
and throat cultures in the authors’ paediatric service; 
(2) the fact that a specific antiserum made from the 
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first case agglutinated to a titre of 1 in 1,500 the organ- 
isms recovered from 2 of the remaining 5 infants; and 
(3) the uniform clinical features of the lesion and rapid 
response to treatment with sulphadiazine. 

The lesions, which bore some resemblance to those of 
thrush, consisted of a dirty white membrane in patches, 
but with a tendency to become confluent. None of the 
patients showed evidence of systemic response, such as 
fever, vomiting, diarrhoea, or leucocytosis, but the 
mouth seemed painful, and one patient developed de- 
hydration due to inadequate intake of fluids. The 
infection was resistant to 1% gentian violet, but responded 
quickly to sulphadiazine, gr. 1 (65 mg.) per pound 
(0-45 kg.) body weight per day. In one case cultures 
from the mouth became negative 4 days after the treat- 
ment was begun. Sulphadiazine was not so speedily 
effective when there was also monilial infection. Direct 
contact between the affected infants was. not demon- 
strated. N. B. Capon 


2107. Infantile Cortical Hyperostoses. [In English] 
D. VAN ZEBEN. Acta Paediatrica [Acta paediatr., 
Stockh.] 35, 10-20, 1948. 9 figs., 4 refs. 


Three cases of infantile cortical hypertostoses which 
presented features not hitherto noted are described. In 
all of them there were the characteristics found by Caffey 
—cortical thickenings in the bones and tender swellings 
deep in the soft tissues, though the peculiar facial expres- 
sion caused by the latter in the region of the lower jaw, 
as described by Smyth, was not evident. In addition, a 
familial incidence was encountered (2 of the patients were 
siblings and the third was a cousin) and an anterior con- 
vex curvature of the thickened tibiae was seen radio- 
logically. In each case the presenting symptom was 
swelling of the legs, associated in 2 cases with pain and 
impaired movement. Biopsy in one case revealed in- 
filtration with osteoblasts, lymphocytes, and marrow 
cells. Culture and inoculation tests were negative. 
Two of the infants recovered; the third died of an inter- 
current infection. W. F. Gaisford 


2108. Myasthenia Gravis in Young Children. Report 
of Three Cases—One Congenital 

J. R. BowMan. Pediatrics [Pediatrics] 1, 472-477, 
April, 1948. 9 figs., 6 refs. 


The author describes 3 cases of myasthenia gravis 
in children (ages 375, 6;%, and 8;*; years), and claims 
that one of them is the first recorded example of a patient 
with the symptoms and signs at birth. The other 
2 children were cousins. Drooping of eyelids and of the 
corners of the mouth resulted in a sad expression— 
weakness of voice, fatigability on exertion, defective eye 
movements, and a tendency to respiratory symptoms were 
also noted. The mother of the infant with congenital 
myasthenia always had him photographed in the morning 
or following his afternoon nap “ because his eyelids 
drooped less and his face showed more animation ”’. 
The author urges that the “ prostigmin ” test, in which 
0:3 to 0-4 mg. prostigmin methylsulphate is injected 
intramuscularly, should be used for all children with 


ptosis of the eyelids; myasthenic signs disappear within 
15 minutes. The paper includes a photomicrograph of 
atrophied muscle fibres removed from the anterior pillar 
of the fauces when a tonsillectomy was performed. The 
children improved remarkably under treatment with 
30 mg. prostigmin (neostigmine, B.P.) bromide every 
3 hours by mouth. N. B. Capon 


2109. The Electroencephalograms of Allergic Children 
S. C. Dees and H. Lowensacu. Annals of Allergy 


[Ann. Allergy] 6, 99-108, March-April, 1948. 11 figs, 
7 refs. 


Electroencephalographic records were taken with a 
six-channel instrument, with unipolar and bipolar elec- 
trode systems, from 85 allergic children. The main 
feature was occipital dysrhythmia, which appeared in 
half the patients. There was correlation of this ab- 
normality with a family history of allergy, with duration 
of personal history, and with youth. There was no 
correlation with the type or extent of the allergy. It is 
suggested that some psychic features of allergic disorders 
may be due to the disturbances in the central nervous 
system rather than to irritation due to symptoms. 

W. Grey Walter 


2110. Receding Chin and Glossoptosis. A Cause of 
Respiratory Difficulty in the Infant 
A. NISENSON. Journal of Pediatrics [J. Pediat.| 32, 391- 
403, April, 1948. 3 figs., 17 refs. 


A commonly overlooked cause of cyanotic attacks in 
newborn infants is hypoplasia of the mandible. In this 
condition ptosis of the tongue causes mechanical ob- 


struction of the larynx, cyanosis, dysphagia, and respira- 


tory embarrassment. The infants may die of asphyxia 
or starvation, since the symptoms are aggravated during 
feeding. The literature on this subject is briefly reviewed 
and the findings are tabulated in 19 cases. A typical 
case is described in a 7-weeks-old infant. A special head- 
gear was devised to push the chin forward; this the 
infant wore for a month and thereafter his progress was 
satisfactory. Jas. M. Smellie 


2111. Organic Acids and their Salts in the Treatment of 
Severe Rickets. (OpraHuueckHe ux 
B JICY€HHH TAMKENOFO PaxHTa) 

M. B. KoKHANovaA. [lequatpusa [Pediatriya] No. 3, 
13-14, May-June, 1948. 


Nineteen children with severe rickets. and ranging in 
age from 1 year 4 months to 4 years, were divided into 
a control group of 8 and a “* combined treatment ”’ group 
of 11. The control group received 25,000 i.u. vitamin D 
daily for a month while the others received in addition 
30 ml. of a 21% citric-acid solution and 15 ml. of a 26% 
solution of sodium citrate daily. Radiographs of the 
wrist regions were taken at intervals. In all but 2 of the 
group receiving combined treatment healing of bone took 
place more rapidly than in controls. In 5 cases a differ- 
ence in the rates of deposition of calcium was obvious 
in radiographs after 2 weeks. S. S. B. Gilder 
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2112. Action of a Synthetic Antihistamine Drug on the 
Blood Histamine Curve and on Certain Symptoms Due to 
Histamine in Asthmatic Patients. (Azione di un anti- 
staminico sintetico sulle curve istaminemiche e su alcuni 
sintomi prodotti dall’istamina negli asmatici) 

U. SERAFINI and G. Biozzi. Policlinico, Sez. Pratica 
[Policlinico, sez. prat.] 55, 385-390, March 29, 1948. 


Dimethylaminoethylbenzylaniline (“‘ dimetina ”’; “‘ an- 
tergan ”’) was given to 7 patients with asthma selected 
because histamine provoked in them an asthma of 
moderate degree. The level of histamine in the blood 
after subcutaneous injection of 1 mg. of histamine 
was studied in each patient by Code’s method; it con- 
sistently showed a rise whose peak preceded the onset of 
asthma by a few minutes. Several days later a similar 
injection was given to the same patients one-half minute 
after intravenous antergan (2 ml. of 2%); the blood 
histamine level remained basal and none of the 7 had 
any difficulty in breathing. The authors remark that the 
uninhibited outpouring of histamine in the first experi- 
ment was quantitatively in excess of the 1 mg. injected, 
and suggest that it was due to a tissue reaction, pre- 
sumably inhibited by antergan. Nevertheless, vasomotor 
reactions were not modified. 

[Antihistamine drugs in asthma have been disappoint- 
ing and the reasons for success and failure are being 
sought; it is a pity that the authors do not record the 
effect of the drug during an ordinary attack in their 7 
patients. They neither describe their subjects nor state 
how coincidental therapeutic suggestion was avoided.] 

John Hambling 


2113. Effects of Topical Applications of Diphenhydramine 
Hydrochloride (Benadryl) 

T. H. McGavack, P. SCHULMAN, R. SCHUTZER, and H. 
Euias. Archives of Dermatology and Syphilology [Arch. 
Derm. Syph., Chicago] 57, 308-318, March, 1948. 
43 refs. 


The authors noted that whilst diphenhydramine 
hydrochloride (“* benadryl”) had a powerful antihist- 
amine action, side-effects often occurred when the drug 
was taken by the mouth. They therefore decided to test 
its efficiency when used as a local application. Four 
different ointment bases were used and the benadryl 
was incorporated in strengths of 2 and 5%. 

The cutaneous sensitivity to histamine of 63 in- 
dividuals was determined by placing a drop of 0-1% 
solution of histamine diphosphate on the forearm and 
producing a wheal by causing minor trauma of the skin 
under the drop so that a small amount of histamine 
reached the dermis. The ointments were applied to 
the wheals thus produced, and the cessation of subjective 


~ be between 2 and 5%. 


symptoms and the subsidence of the wheals were observed. 
““ Carbowax 1500” monostearate was found to be the 
best base. Seventy-four patients with itching eruptions 
were treated with ointments containing benadryl; 59-5% 
obtained complete relief from the itching and 24-3% 
were partly relieved. Systemic effects did not occur. 
The optimum concentration of the benadryl appeared to 
R. M. B. MacKenna 


2114. Antihistaminic, Antianaphylactic and Antiallergic 
Activity of N-(a-Pyridyl)-N-(a-Thenyl)-N’, N’-Dimethyl- 
ethylenediamine Hydrochloride 
A. S. FRIEDLAENDER and S. FRIEDLAENDER. American 
Journal of the Medical Sciences [Amer. J. med. Sci.) 215, 
530-533, May, 1948. 5 refs. 


The authors describe still another antihistaminic, anti- 
anaphylactic, and anti-allergic agent, “ thenylene”, 
sometimes called “‘ histadyl”’. [There is nothing new in 
this paper beyond what has already been reported so 
many times about these agents, and the reader is referred 
to Abstract 558 in Abstracts of World Medicine, 1948, 4, 
163.] G. F. Walker 


2115. A Comparison of the Toxic Manifestations 
Produced by beta-Dimethylaminoethyl Benzhydryl Ether 
Hydrochloride (Benadryl) and Tripelennamine (Pyri- 
benzamine) 

T. H. McGavack, J. WetssperG, and L. J. Boyp. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.} 33, 595-601, May, 1948. 1 fig., 11 refs. 


“* Benadryl ” and “ pyribenzamine ” were administered 
to a number of ambulatory patients except those suffering 
from acute illnesses, allergic conditions, or disturbances 
of the autonomic system. Altogether 80 women and 
62 men, ranging in age from 18 to 80, completed the tests. 
Each drug was given for at least a week, and any given 
dose was maintained for not less than a week in any 
one case. To avoid drug tolerance neither drug was, as 
a rule, given in increasing doses. Of the 142 subjects, 
52 received benadryl and 52 pyribenzamine alone, 
while the remaining 38 were given both drugs, the 
interval between the two courses being at least a fortnight. 

The aim of the study was to determine the frequency 
of toxic reactions with each drug; all disturbances, 
however slight, were therefore recorded. With the usual 
therapeutic dose of 150 mg. a day, the incidence of reac- 
tions was the same with both drugs, that is, reactions 
were observed in 9 out of 14 cases. There were toxic 
reactions in 40 of the 52 patients given benadryl only in 
doses of 150, 300, 450, or 600 mg. a day, as compared 
with 35 out of 52 given the same amounts of pyribenz- 
amine. With small doses of each drug signs and symp- 
toms of toxicity were frequent but mild in degree, both 
drugs being well tolerated. Benadryl was more liable to 
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cause drowsiness and pyribenzamine dryness of the 
mouth; the latter tended to increase as the dose was 
increased. Tolerance to drowsiness usually developed 
in a few days with benadryl, except with the largest doses, 
when more severe cerebral disturbances were observed. 
Pyribenzamine was less likely to induce tolerance. Both 
drugs were given to 6 patients in doses of 150, 300, 450, 
and 600 mg. a day for 7 days or more at each level. 
With neither drug were there any toxic effects which 
persisted or became chronic after treatment was 
discontinued. 

The authors conclude that, at the highest dosage, 
benadryl is the more toxic drug, and that at a dosage not 
exceeding 300 mg. a day both cause a large proportion 
of toxic reactions, which are not, however, serious 
enough for the treatment to be stopped. They point 
out that some of the effects of benadryl may be advan- 
- tageous in treatment, as in itching skin conditions and in 
asthma. Reginald St. A. Heathcote 


METABOLIC DISORDERS 


2116. Production of Temporary Diabetes Mellitus in 
Man with Pituitary Adrenocorticotropic Hormone; 
Relation to Uric Acid Metabolism 

J. W. Conn, L. H. Louts, and C. E. WHEELER. Jovrnal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.} 
33, 651-661, June, 1948. 3 figs., 27 refs. 


Two normal female 24-year-old students were given a 
constant diet (protein 99 g., carbohydrate 300 g., fat 
176 g.) for 32 days. During the first 12 days a base-line 
was established, and during the next 8 days each subject 
received 120 mg. of adrenocorticotrophic hormone intra- 
muscularly daily. A third male subject, 37 years old, 
also received a constant diet (protein 99 g., carbohydrate 
300 g., fat 197 g.) for 33 days. After a 10-day base-line 
period he was given 150 mg. of hormone daily for 10 days. 
No immediate effects were experienced by any of the 
subjects, though 1 of the females developed itching and 
redness at the injection sites during the last 3 days of 
hormone administration. The male subject developed 
severe acne on the eighth day of injections. In both 
females gross irregularities of the menstrual cycle 
followed the injection period, but.the next cycle was 
_ normal. In all subjects there was a four-fold to five-fold 
increase in the daily total excretion of 17-ketosteroids. 
A great retention of sodium and increased urinary excre- 
tion of potassium were also observed in all subjects. 

The male subject showed the most striking disturbance 
of sugar metabolism. During the 10-day period of 
injections a total of 252 g. of glucose was excreted in the 
urine, and urinary content of nitrogen averaged 19-3 g. 
per day, compared with an average of 13-5 g. per day 
in the base-line period. The negative balance continued 
for 10 days after cessation of hormone injections. The 


glucose tolerance curves revealed a greatly decreased 


capacity to clear the blood of glucose under absorption, 
and this deficiency became apparent after 1 day of hor- 
mone administration. 

The administration of hormone produced a large 
increase in uric acid excretion in urine, accompanied by a 
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decrease in uric acid content of blood. It is thought 
possible that, during the increased production of uric 
acid, intermediaries, similar in their effects to alloxan, 
are produced and reach a critical intracellular concentra- 
tion in the 8 cells. These intermediaries may diminish 
enzymatic production or release of pancreatic insulin, 
Studies on carbohydrate metabolism in the remaining 
2 subjects gave similar results, though in 1 there was no 
loss of body protein. However, although greater loss of 
carbohydrate tolerance occurred in the 2 subjects with a 
marked negative nitrogen balance, the glycosuria was not 
related either in time or degree to the loss of body protein. 
There was a close correlation in all 3.subjects between 
loss of carbohydrate tolerance and increased uric acid 
excretion in urine. R. B. Lucas 


2117. The Course of Beriberi Heart Disease in American 
Prisoners-of-war in Japan 

R. J. ALLEMAN and G. H. STOLLERMAN. Annals of 
Internal Medicine [Ann. intern. Med.| 28, 949-962, May, 
1948. 3 figs., 26 refs. 


It is generally thought that heart disease due to beriberi 
is accompanied by right heart enlargement and mani- 
festations of a rapid circulation, and that a rapid response 
to aneurin (thiamin) therapy is diagnostic. More 
recently, the diagnosis has been made when there is 
evidence of gross dietetic deficiency together with peri- 
pheral neuritis in the presence of an enlarged failing heart 
for which there is no other explanation. Even failure 
to improve with aneurin does not exclude the diagnosis. 
Should the heart respond well to treatment with the 
specific vitamin relapses may still occur. 

Two cases are described. In the first, there was a 
gross nutritional inadequacy, with widespread oedema, 
cramps in the legs, and incoordination. The patient 
improved on treatment with the ordinary cardiac 
remedies, which were given with aneurin, but very 
quickly relapsed. A further improvement occurred 
for a time, but in a third attack he died. Apart from 
some degeneration of the myocardial fibres and infiltra- 
tion with small round cells, no other explanation of the 
failure was found at necropsy. In the second case the 
onset was similar, but the patient made a good recovery 
when given an adequate diet and large doses of vitamins 
orally and parenterally. The symptoms cleared up at 
the erid of 4 months. ~ J. McMichael 


2118. Observations on Pellagra in Early Infancy. (Con- 
tribuigao ao estudo da pelagra na primeira infancia) 

C. PeRNETTA. Archivos Brasileiros de Medicina [Arch. 
brasil. Med.| 38, 97-151, April, May, and June, 1948. 
15 figs., 39 refs. 


The typical forms of infantile pellagra are frequently 
found among the poor of Rio de Janeiro. The very 
characteristic clinical picture consists of the classical 
triad seen in the adult—the gastro-intestinal, neuro- 
logical, and cutaneous syndrome—together with oedema 
and inhibition of growth. An association with other 
specific deficiency conditions such as xerophthalmia, 
scurvy, or rickets is rare. Complicating infections, 
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the most severe being bronchopneumonia, are frequent. 
The course of the disease in infants is more acute than in 
adults, and the prognosis more serious. Death occurs, 
as a rule from secondary infection, mainly broncho- 
pneumonia. Laboratory examinations reveal a constant 
reduction in blood protein, with a particularly low level 
of globulin. There is also a fall in calcium and phos- 
phorus levels in serum. Whilst anaemia is a constant 
feature of the illness, the type varies; an orthochromatic 
anaemia is commonest, but in some cases the colour 
index is below or above unity. Fatty infiltration of the 
liver is a constant biopsy finding, and its degree corre- 
sponds to the gravity of the case. A fatty liver is in- 
variably found at necropsy. The importance of a 
balanced diet in prophylaxis and treatment is obvious. 
Extracts of gastric mucosa have a remarkable curative 
action, and cause the fatty infiltration of the liver to 
disappear. The prognosis depends on the successful 
treatment of the complications. ~ Hilde Eisner 


2119. The Relation of Thiamine Clearance to Blood 
Levels in Man 

M. C. BLANCHAER and E. CAMERON. Journal of Nutri- 
tion [J. Nutrit.] 35, 391-397, March 10, 1948. 1 fig., 
7 refs. 


Both the level of thiamin in the blood and urinary 
clearance values have been proposed as indications of 
thiamin deficiency. The authors have examined 23 
hospital patients with a view to determining the relation 
between the results given by the two methods, the red 
blood cells being used for determination of the blood 
thiamin levels. In the group of patients with a clearance 
of 90 yg. and less, a significant negative correlation was 
found between blood cellular thiamin and urinary clear- 
ance, which, it is suggested, may be related to a defective 
renal function. Low clearance values were found in the 
more severely debilitated patients and with increasing 
age. O. L. V. de Wesselow 


2120. Two Cases of Porphyria, Cutaneous and Ab- 
dominal, Treated with Folic Acid. (Dos casos de por- 
firia, cutanea y abdominal, tratados con Acido félico) 

M. R. Castex, A. L. Garcia, and J. F. ZELasco. Prensa 
Médica Argentina [Prensa méd. argent.] 35, 907-908, 
May 14, 1948. 


Two cases of porphyria treated with folic acid are 
described. The first patient was a woman of 25 years 
who, for about 3 years, had complained of the appearance 
on the legs, arms, and hands of bullae, which would burst 
and leave pigmented scars. Her urine was found to be 
port-wine coloured; it also gave a strong red fluorescence 
with Wood’s light and coproporphyrin was isolated in 
pathological amounts by Fisher’s method. The authors 
gave the patient 20 mg. of folic acid daily for 10 days and 
instructed her to protect herself from the sun. After 
1 month she was much better, and exposure to the sun 
did not produce fresh bullae. The quantities of por- 
phyrins in the urine became normal. She remained 
healthy for 4 months. The second patient, a woman of 
30, was admitted to hospital because of severe abdominal 
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pain simulating cholecystitis. She was definitely jaun- 
diced, but examination of the urine showed that it 
contained excessive amounts of coproporphyrin. She 
was treated with folic acid and improved considerably. 
The authors wisely point out that porphyria is a disease 
characterized by remissions and hence the difficulty of 
assessing treatment; they do not understand how folic 
acid acts in these cases, but suggest a further trial in view 
of the apparent response. Paul B. Woolley 


2121. Idiopathic Familial Hyperlipemia Attended with 
Hepato-splenomegaly. [In English] 

E. HarstGr. Acta Medica Scandinavica [Acta med. 
scand.} 130, 140-155, March 31, 1948. 1 fig., 25 refs. 


A case of idiopathic familial hyperlipaemia with hepato- 
splenomegaly in a boy of 16 is described. The symptoms 
were hyperlipaemia with considerable increase of the 
neutral fat and moderate increase of cholesterol and 
phospholipids, haemorrhagic diathesis, hepato-spleno- 
megaly, dwarfism, and adiposogenital dystrophy. Skin 
manifestations of the eruptive papular xanthomatous 
type found in some of the 6 cases previously reported in 
the literature were absent. The patient’s 2 brothers 
suffered from the same disease and died at the age of 
28 and 8 years respectively. Evidence of xanthomatoses 
was also found in the boy’s parents and in his 2 sisters. 
A low-fat diet reduced the hepato-splenomegaly and 
hyperlipaemia and a subsequent high-fat diet caused these 
symptoms to reappear. The aetiology of the disease is 
unknown. E. F. McCarthy 


2122. The Réle of Hormones in the Treatment of Obesity 
M.M.Kunpe. Annals of Internal Medicine [Ann. intern. 
Med.] 28, 971-988, May, 1948. 12 figs., 19 refs. 


The author conducted a clinical experiment on obesity. 
Fifty patients suffering from obesity of various types were 
told not to heed their calorie intake and to dismiss all 
thoughts of endocrine disorder from their minds. All 
were instructed to eat anything they liked within the scope 
of a high-protein, low-fat, and low-carbohydrate diet. 
The fat was removed from the meat with scrupulous care 
and considerable reliance was placed upon eggs, creamless 
cheese, gelatin, vegetables, fish, and fowl. No other 
treatment was given, except for supplementary vitamins 
and minerals. The results were strikingly successful 
according to the charts and photographs reproduced, 
and the author records that the high-protein diet was 
associated with a reduction in blood pressure in patients 
with previous hypertension. 

One of the deductions from the charts is that thyroid 
is of limited value in the treatment of obesity, and the 
author makes the sweeping statement that no hormones 
or gland products known to therapeutics are necessary 
adjuncts in the treatment of any type of obesity, except 
that associated with hypothyroidism. [The article 
contains some very striking photographs, and the clinical 
observations are given in the utmost detail, but some 
of the photographs of patients after treatment are 
missing; their presence would add to the value of the 
article.] G. F. Walker 
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2123. Vitamin B, in Patients with Cardiovascular 
Insufficiency. (Buramun B, y c HemoctaTou- 
HOCTbWO CHCTEMBI) 

G. P. BOGDANOVA-BURGMAN. Meguunna 
[Klin. Med., Mosk.] 26, No. 4, 75-81, 1948. 3 figs., 
5 refs. 


The daily urinary excretion of vitamin B, (aneurin) in 
patients with cardiovascular decompensation of grade II 
was significantly diminished in comparison with the 
normal (4 cases; 4 controls). Excretion was even less 
in 3 patients with grade III decompensation. In all 
groups the amount of vitamin B, excreted varied in 
relation to meals, rising after a meal and then falling 
again. After saturation with a vitamin B, preparation, 
there was a marked retention of the latter in patients 
with cardiac decompensation, the degree of retention 
being proportional to the degree of decompensation. 

S. S. B. Gilder 


2124. The Mechanical Heart. (Het mechanische hart) 
J. JONGBLOED. Nederlandsch Tijdschrift voor Geneeskunde 


[Ned. Tijdschr. Geneesk.] 92, 1065-1072, April 10, 1948. 
2 refs. 


The apparatus described was constructed and tested 
on dogs in the physiological laboratory of Utrecht 
University. It consists of an intermittent pump, with 
two compartments corresponding to the right and left 
heart, and an oxygenator composed of two co-axial 
cylinders. In all the experiments the animals were 
under an anaesthetic. The depth and frequency of 
respiration were observed, and the cardiac function was 
studied by means of electrocardiograms. In the pre- 
liminary experiments the thorax was laid open in order 
to study directly the behaviour of its contents. By means 
of T-cannulae inserted in the temporarily occluded venae 
cavae the blood was aspirated into the right compart- 
ment of the pump and led into the oxygenator, where— 
between the walls of its cylinders—it met a current of 
oxygen and 5% carbon dioxide. Thence it proceeded to 
the left compartment, from which it was driven into the 
aorta, also through a T-cannula. Thus the heart and 
the lungs were by-passed; the coronary vessels continued 
to receive their blood supply from the aorta. Artificial 
respiration was only necessary at the beginning of the 
experiment; later breathing became spontaneous, its 
frequency being regulated through the respiratory centre 
by the amount of CO, in the blood. When pure oxygen 
was supplied to the oxygenator the respiration stopped, 
to resume as soon as carbon dioxide reached the appro- 
priate level in the blood. The heart, although empty, 
continued to beat regularly. It was easy to re-establish 
the organic circulation by ceasing to occlude the venae 


cavae and by stopping the pump. The reversal of 
circulation was made several times without affecting the 
vital functions. 

In the second series of experiments the blood was 
aspirated from the venae cavae by means of catheters 
introduced through the right jugular vein and one of the 
femoral veins; after passing through the artificial heart 
it was pumped back into the body through T-cannulae 
inserted into the common carotid artery and one of the 
femoral arteries. In further experiments the entry 
through the carotid was abandoned and both femoral 
arteries were used instead. Evidence is quoted that no 
blood, or very little of it, passed through the heart or 
lungs; pulsation in the peripheral arteries followed the 
rhythm of the pump. There were no abnormal macro- 
scopical changes in animals killed after the experiments. 
By stopping the pump the normal circulation was imme- 
diately re-established. : 

The author is still improving his apparatus and is 
building one to be used for operations on the human heart. 
There are still certain difficulties to overcome. For 
example, for the proper functioning of the mechanical 
heart an anticoagulant is needed, the presence of which 
might be detrimental in the event of operation. Never- 
theless, the simplicity and reliability of the apparatus 
augur well for its practical application in the near future. 

A, Lilker 


2125. Endocardiac Potentials in Right Heart Hyper- 
trophy. Comparison with the Odcsophageal Electro- 
cardiogram. (Potenciais intracavitdarios na _hipertrofia 
ventricular direita. Sua comparac4o com eletrocardio- 
grama esofageano) 

P. SCHLESINGER, A. BURLAMAQUI ENCHIMOL, and M. R. 
Cotrrim. Arquivos de Clinica [Arch. Clin.] 6, 139-155, 
March, 1948. 10 figs., 10 refs. 


Endocardiac electrocardiograms are of recent origin, 
the first ones having been obtained in dogs and later ones 
in human subjects by means of cardiac catheterization. 
Sodi has recently compared the findings in the dog and 
in human subjects and Battro and Bidoggia have drawn 
attention to the similarity of the ventricular complex 
with the electrode in the right auricle and with the oeso- 
phageal lead in both healthy and diseased individuals. 
This paper deals with 5 cases of right-sided hypertrophy. 
The electrode, attached to a fine insulated wire, is intro- 
duced through the right external jugular vein, *‘ sodium 
amytal” being used as premedication. There were 
no untoward effects, penicillin being given subsequently 
for 48 hours. Standard, unipolar, and precordial leads, 
and leads with the electrode at different intra-auricular 
and intra-ventricular levels were taken. The P wave is 
negative with the electrode at a high auricular level and 
gradually becomes positive as the electrode passes into 
the ventricle; the QRS complex at auricular level 
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was positive in 3 cases and negative in 2. The ST seg- 
ment was elevated in 3 cases when the electrode was in 
the ventricle. The oesophageal leads, taken at auricular 
level, were found to have QRS complexes similar to 
those taken at intra-auricular level. Very similar com- 
plexes were also found with the unipolar VR lead. Some 
anomalous changes were thought to be due to the impulse 
passing over the wall of the interventricular septum. 
Paul B. Woolley 


2126. The Arterial Oxygen Saturation in Cyanotic Types 
of Congenital Heart Disease 

G. E. MontTGomery, J. E. Geraci, R. L. PARKER, 
and E. H. Woop. Proceedings of the Staff Meetings of 
the Mayo Clinic [Proc. Mayo Clin.] 23, 169-176, April 14, 
1948. 2 figs., 8 refs. 


This communication deals with the application of the 
oximeter to measurements of oxygen saturation of the 
blood. The oximeter used was that described by Millikan 
in 1942 and fitted with a photo-electric colorimeter. 
The oxygen saturation of the blood is measured directly 
by fitting the apparatus on to the human ear. The first 
study was concerned with the oxygen saturation of the 
blood in 25 patients with lesions belonging to the cyanotic 
group of congenital cardiac defect, such as the tetralogy 
of Fallot, the Eisenmenger complex, cor triloculare, 
and interventricular and interauricular septal defects 
with right-to-left shunt; 19 healthy subjects served as 
controls. Readings of oxygen saturation of arterial 
blood were taken and the effects of breathing 100% 
oxygen, change of posture, and exercise were particularly 
noted. The results are given in the table below. 


ait £2 wo wea | 
ss |ss | 
| §5 S58 | 
58 | | | 
| #5 “sé 
| 22 | | 
| Mean | 6-2 3-2 —2-2 | -112| 3:5 
Patients | Range | 20to | 0-S5to |—10-0to|—3-5to| 1:0to 
16-5 5-0 +3-0 —19-0 5-0 
Mean 2-7 13 | 00 —0-3 
19 Normal 
Controls Range | 1-0to | 0-5 to 1-0 to —2:-0 to 
5-0 | 30 


Interesting data are given on one patient with the 
tetralogy of Fallot, who, when exercised on the treadmill 
for 5 minutes at 1-7 miles per hour, showed a fall of 
arterial oxygen saturation from 80 to about 50%; ina 
normal subject in the same circumstances the oxygen 
saturation increased slightly. 

The second part of the paper deals with the determina- 
tion of arterial oxygen saturation at rest and during 
exercise in 8 cyanotic patients. This was done both 
by the Van Slyke method and by oximeter readings. 
The results were then compared and it was found that 
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the average decrease in saturation on exercise was’ 19-5% 
by the Van Slyke method, while the simultaneous oxi- 
meter readings indicated a 13-3% decrease. Thus the 
discrepancies are large, but, as the authors say, “ the 
instrument is still of considerable value in estimating the 
degree of disability of a patient and in judging the 
efficacy of corrective surgical procedures in such 
patients’. Suitable data are given in support of these 
statements. A. I. Suchett-Kaye 


2127. The Changes in the Electrocardiogram Associated 
with Standing 

D. ScHerF and M. SCHLACHMAN. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N.Y.] 68, 150-153, May, 1948. 4 figs., 
13 refs. . 


The changes in the electrocardiogram associated with 
standing were investigated in 80 male patients without 
evidence of organic heart disease. Records were taken 
with the patients in the supine position, after standing 
for 1 minute, 5 minutes and 15 minutes, and again 
immediately upon resuming the supine position. In 
order to investigate the part played by the tone of the 
sympathetic nervous system 0-5 mg. of dihydroergotamine 
(“ DHE 45 ”’) was given intravenously to 12 patients and 
records were again taken in the supine and erect positions 
when the drug effect was at its height. In 25 patients 
(31-2%) there were significant changes in the electro- 
cardiogram on standing, but neither the kind nor the 
time of appearance of changes was uniform. In 4 cases 
temporary A-V rhythm was observed as a result of change 
of posture. In 11 out of 12 cases changes occurring 
immediately on standing could not be prevented by 
dihydroergotamine. It is concluded that the immediate 
and delayed changes in the electrocardiogram must be 
ascribed to different mechanisms. The former are due to 
the change of position of the heart and altered contact . 
between the heart and neighbouring structures, the latter 
to changes in the tone of the sympathetic nervous system 
acting on the heart either directly or through the coronary 
arteries. A. Schott 


2128. Clinical Value of Unipolar Chest and Limb Leads 
C. W. C. Barn and E. McV. REDFERN. British Heart 
Journal [Brit. Heart J.] 10, 9-25, Jan., 1948. 19 figs., 
14 refs. 


With the unipolar method of Wilson, a series of 300 
twelve-lead electrocardiograms have been taken and 
analysed. This technique permits more accurate 
diagnosis of left ventricular hypertrophy; this was diag- 
nosed in 90% of the cases in which it was considered to 
be present on other grounds. Left axis deviation was 
present in only half of these cases. Although these 
leads were not so reliable for the diagnosis of right 
ventricular hypertrophy, it was found possible to 
recognize hypertrophy of both ventricles from a com- 
bination of signs of left ventricular hypertrophy in the 
chest leads and a vertical heart. It was almost always 
possible to determine the side of the lesions in bundle- 
branch block, and by this method antero-septal and 
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antero-lateral types of myocardial infarction could be 
distinguished. It is considered that while this will 
become the standard method of taking chest leads because 
of its accuracy, the technique is not practical for general 
use on account of the time required to take a twelve- 
lead electrocardiogram. On the other hand, three chest 
leads give a reasonably accurate picture if they are varied 
according to circumstances. 

[This important article should be read in the original 
by all who are interested in cardiovascular disease. It 
is the most comprehensive study yet published in 
Britain. Twelve-lead electrocardiograms will clearly 
become of increasing importance in cardiological practice, 
but there will be general agreement with the authors’ 
warning that “‘ it seems certain that it must be a long 
time before the knowledge which has been accumulated 
regarding the standard leads can be safely discarded ”’.] 

William A. R. Thomson 


2129. Cardiovascular Changes Following Electro-con- 
vulsive Therapy 

R. KAuNTZE and G. PArsons-SmiTH. British Heart 
Journal (Brit. Heart J.) 10, 57-62, Jan., 1948. 4 figs., 
12 refs. 


This is a study of 51 patients (38 women and 13 men), 
aged 24 to 69 years, in 82% of whom the presenting 
psychiatric symptom was depression. The Strauss and 
MacPhail convulsant apparatus was used, and the usual 
dosage was 18 joules diphasic. Electrocardiograms and 
blood pressure readings were taken before the convulsions 
and in the recovery phase directly after the clonic move- 
ments had ceased. Observations were made before and 
after 63 convulsions. The pulse rate increased in 56 
instances after the convulsion, decreased in 3 instances, 
and remained unchanged in 4. The systolic blood pres- 
sure was raised in 19 instances, decreased in 21, and 
remained unchanged in 23. The increase ranged from 
20 to 35 mm. Hg, and in a number of cases was accom- 
panied by a small fall in the diastolic pressure. The 
maximum rise was from 135/70 to 190/95 in a man aged 
27, while the maximum fall was from 135/100 to 120/80. 
Unfortunately, no details are given of the results in the 
15 hypertensive patients in the series, except that the 
3 with “ severe hypertension * showed slight elevation 
of the systolic or diastolic pressures, or of both. As 
the post-convulsive blood-pressure readings were taken 
after the second electrocardiogram, there was some delay 
between the end of the fit and the recording of the pres- 
sure; it is therefore pointed out that the pressure may 
actually have been higher during the convulsion. Pre- 
liminary observations in patients who had curare and 
“ pentothal’’ showed a small initial fall and then 
following the convulsion there might be no considerable 
rise in blood pressure. The main electrocardiographic 


changes after convulsions were: increase in the height © 


of P,, prolongation of the P-R interval, increase in the 
amplitude of T,, T;, diminution of R,, and depression 
of S-T,. The prolongation of the P—-R interval ranged 
from 0-02 to 0-06 second and occurred in 52% of cases. 
Only 4 patients showed heterotopic beats after the con- 
vulsion, and these consisted of auricular, nodal, and 


ventricular premature beats. It is suggested that the 
changes in P,, Tz, R,, and S-T, are the result of 


** muscular activity and that the delay in A—V conduc. . 


tion time is due to anoxia. The practical conclusion is 
that in middle-aged and elderly patients electrocardio- 
grams should be taken before electroplexy, and that 
“although evidence of coronary disease is a strong 
contraindication, on occasion psychiatric considerations 
may be so imperative as to override this ”’. 

William A. R. Thomson 


2130. Adreno-sympathogenic Heart Disease (Neuro- 
hormonal Factors in Pathogenesis and Treatment) 

W. Raas. Annals of Internal Medicine [Ann. intern. 
Med.] 28, 1010-1039, May, 1948. 15 figs., bibliography. 


The author points out that mechanical overload is not 
necessarily the whole explanation of hypertensive heart 
disease. Many of the features of hypertensive heart 
disease may be found without hypertension. He calls 
attention to the possible pathogenic role of adrenaline 
and allied substances. Adrenaline intensifies the oxygen 
consumption of the heart, and may induce a state of 
anoxia. The metabolic changes induced by the drug 
in the heart are identical with those found after ex- 
perimental anoxia in diseased human hearts and in 
animal hearts after severe exercise. The author con- 
siders that anginal attacks are accompanied by ab- 
normal elevation of the adrenaline-sympathin levels in 
the blood. Hypertensive heart disease is not neces- 
sarily accompanied by any rise in adrenaline level 
in the blood, but abnormally high elevations of the levels 
of this and similar substances may follow physical 
exercise in patients with hypertension. The electro- 
cardiographic features of hypertensive heart disease are 
similar to those which result from the injection of 
adrenaline, and it is emphasized that the abnormal 
electrocardiogram may revert to normal after sympath- 
ectomy, even if the patient remains hypertensive. The 
author develops similar arguments to account for changes 
in the heart in uraemia, thyrotoxicosis, and beriberi. 
These arguments are supported by a very extensive 
bibliography of 235 references. J. McMichael 


2131. Prolonged Paroxysmal Auricular Tachycardia. 
Report of a Case Including Treatment with Veratrum 
Viride 

E. W. SHAw. New England Journal of Medicine [New 
Engl. J. Med.) 238, 654-656, May 6, 1948. 2 figs., 20 refs. 


A boy aged 5, who had previously been healthy, 
developed diphtheria on Feb. 4, 1947; he was treated 
promptly with antitoxin and penicillin. On March 18 
he developed chickenpox and on April 11 moderately 
severe measles. On April 3 he started paroxysmal 
auricular tachycardia at a rate of 140, with inverted P 
waves in all limb leads. The tachycardia still persisted 
at the time the author recorded his observations (October) 
without signs of failure or other cardiac impairment. 
Treatment with quinidine, digitoxin ”, and mecholyl ” 
did not interrupt the tachycardia for more than a few 
minutes at a time and eventually proved ineffective. A 
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preparation of veratrum viride by mouth converted the 
paroxysmal tachycardia into sinus rhythm with normal 
P waves for 15 hours at the first attempt and for shorter 
periods on two subsequent occasions. Thereafter it also 
had no effect. G. Schoenewald 


2132. Course and Treatment of Ventricular Paroxysmal 
Tachycardia. (Sobre evolucién y tratamiento de las 
taquicardias paroxisticas ventriculares) 

F. C. ARRILLAGA and L. pe SoLpaTiI. Medicina [Medi- 
cina, B. Aires] 8, 1-15, Feb., 1948. 4 figs., 23 refs. 


The authors provide further evidence of the effective- 
ness Of quinidine administered intravenously in the 
treatment of paroxysmal ventricular tachycardia. They 
report six attacks, varying in duration from 3 to 21 days, 
in 4 patients (aged 38 to 50 years) with no previous 
evidence of heart disease. Although only 1 of the 
patients developed signs of permanent heart disease, 
the authors call attention to the grave prognosis that 
usually accompanies these attacks. W. T. Cooke 


2133. Ball Thrombus of the Heart 
M. E. Evans. British Heart Journal (Brit. Heart J.] 10, 
34-38, Jan., 1948. 3 figs., 18 refs. 

a 


The patient in the case reported here was a woman, 
aged 50, who suffered from mitral stenosis and multiple 
embolic phenomena, and who died from uraemia. 
Necropsy revealed thrombi in both kidneys, superior 
mesenteric artery, spleen, and both legs. A free ball 
thrombus was found in the left auricle, The literature is 
reviewed. G. Schoenewald 


2134. Mass Thrombus of the Left Auricle 
W. Evans and R. Benson. British Heart Journal [Brit. 
Heart J.| 10, 39-47, Jan., 1948. 2 figs., bibliography. 


Six cases of mitral stenosis are reported in which large 
thrombi, attached and free, were found in the left auricle. 
The use of the term “* mass thrombus ”’ for attached and 
unattached thrombi is advocated. The symptoms and 
signs in these 6 cases and in others taken from the litera- 
ture are compared with those seen in cases of cardiac 
tumours. No single symptom or sign was found to be 
pathognomonic for a mass thrombus, but the typical 
anginal pain occurring either spontaneously or on effort 
in 3 of the 6 cases is considered a significant pointer to the 
diagnosis, especially in view of the comparative rarity of 
angina in mitral stenosis in general and in auricular 
fibrillation (present in the authors’ 3 relevant cases) in 
particular. G. Schoenewald 


2135. Calcareous Aortic Stenosis and Coronary Artery 
Disease 

M. J. HorAN and A. R. BARNES. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 215, 451-455, 

April, 1948. 15 refs. 


_ In order to determine the degree of coronary sclerosis 
in calcareous aortic stenosis 100 cases selected to give a 
representative number of cases in each age group were 


studied and the clinical and post-mortem findings 
analysed. [It is not clear what is meant by “ representa- 
tive number” nor whether diagnosis was primarily 
clinical or based on the post-mortem findings.] Three 
patients were under 40 years of age, 12 in the fifth decade, 
24 in the sixth, 19 in the seventh, 31 in the eighth, and 
11 in the ninth. The degrees of stenosis at the aortic 
orifice and in the coronary vessels were assessed in 
percentages, less than 25% occlusion being grade 1, 25 to 
49% grade 2, 50 to 74% grade 3, and above 75% grade 4. 
{It is not clear how 74% stenosis was assessed.] In 69 
cases there was dyspnoea, in 28 angina, in 26 orthopnoea, 
and in 12 dizziness. There was a harsh loud basal 
systolic murmur in 60 cases [no mention being made of a 
thrill], cardiac enlargement in 53, and of 52 cases in 
which electrocardiography was performed left ventricular 
strain in 15 and left axis deviation in 12. It is stated that 
there seemed from necropsy observations to be a tendency 
for the degree of coronary sclerosis to be inversely 
proportional to the degree of aortic sclerosis. [The 
figures given do not clarify this point.] Only 2 of 7 
patients with 25 to 75% obliteration of the coronary 
arteries had a history of angina. Twenty-nine patients 
had hypertension, usually of the “* essential’ type, and 
20 had old or recent myocardial infarction; 42 died from 
cardiac disease, 18 suddenly with 6 deaths from pul- 
monary embolism. Although only 19 patients gave a 
history of rheumatic fever, calcareous aortic stenosis is 
regarded as a consequence of rheumatic fever. It is a 
relatively mild disease compared with mitral stenosis, as 
the low incidence of death from cardiac disease in this 
series indicates. No conclusion is drawn about its 
relation to angina pectoris, but the inconstant relation of 
aortic and coronary lesions to anginal symptoms in the 
series indicates that, besides coronary sclerosis, age, pain 
threshold, intercurrent disease, and myocardial lesions 
must be taken into account. 

[The uncertain method of selection of cases and assess- 
ment of lesions make the conclusions on the point pri- 


‘marily investigated doubtful and disappointing.] 


W. A. Bourne 


2136. The Variation of Casual, Basal, and Supplemental 
Blood Pressures in Health and in Essential Hypertension 
J. A. Kicpatrick. British Heart Journal (Brit. Heart J.) 
10, 48-56, Jan., 1948. 13 figs., 10 refs. 


Casual blood pressure (meaning blood pressure as 
determined under ordinary clinical conditions), basal 
blood pressure (that is, blood pressure as estimated 
under conditions similar to those obtaining in determina- 
tion of basal metabolism), and supplemental blood pres- 
sure (meaning the difference between casual and basal 
blood pressure) were recorded repeatedly in three groups 
of patients—those with normal blood pressures, pre- 
hypertensive patients, and patients with essential hyper- 
tension. Casual blood pressure showed the greatest 
fluctuations in the hypertensive group and the smallest 
fluctuations in the normal group. The fluctuations in 
the diastolic pressures of all three groups were hardly 
less than the fluctuations in the systolic pressures. Basal 
blood pressure in the normal subjects was found to be 
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almost a constant value; it showed minor fluctuations 
in the pre-hypertensive group and gross fluctuations in 
the hypertensive patients. 

In a further investigation the patients with hypertension 
were sub-divided into those with compensated and 
those with failing hearts, and the supplemental blood 
pressures were determined. As was expected from the 
previous investigation, mean supplemental pressure was 
lowest in the normal subjects, higher in the pre-hyper- 
tensive patients, and highest in the hypertensive patients 
without failure. The 12 hypertensive subjects with heart 
failure had the lowest mean supplemental pressure of 
all groups—namely, 9 mm. of mercury compared with 
18-2 mm. in the normal subjects, 25-0 mm. in the pre- 
hypertensive patients, and 44-6 mm. in the hypertensive 
patients with compensation. The possible causes of the 
rigidity of blood pressure values in the hypertensive 
patients with failing hearts are discussed. 

G. Schoenewald 


2137. A New Conception of Angina Pectoris 
R. WysurRNn-Mason. British Medical Journal [Brit. 
med. J.) 1, 972-975, May 22, 1948. 33 refs. 


From a review of the literature, and without any 
additional data apart from 2 case records, the hypothesis 
is advanced that “in all cardiac conditions in which 
angina or coronary pain is experienced there is evidence 
of excessive activity in the vasodilator pain fibres passing 
to the coronary vessels, and this is evidently the origin 
of the anginal pain”’. To explain the close correlation 
between coronary sclerosis and angina pectoris it is 
suggested that the prevention of vasodilatation by coron- 
ary sclerosis permits of the accumulation of metabolites, 
and that these cause “excessive numbers of reflex 
impulses in the coronary vasodilator pain fibres in an 
attempt to produce further vasodilatation, and it is this 
excessive nervous activity which appears to give rise to 
the pain in such conditions ”’. 

[This is a useful, if not particularly comprehensive or 
critical, review of the subject and should be read in the 
original. As a piece of “ special pleading ”’ it is quite 
effective, but the issues are not so simple as the author 
would appear to suggest. That cardiac pain can be 
induced reflexly all will admit, but the number of cases in 
which this occurs is small compared with that vast 
majority in which the pain is associated with coronary 
disease. It is significant that no reference is made to 
the universal use of the nitrites in alleviating the pain, 
and that the work of the Canadian investigators (Hall and 
his colleagues) on the effect of vagal stimulation is 
ignored.] William A. R. Thomson 


2138. X-Ray Therapy in the Treatment of Coronary Pain. 
(Efectos de la radioterapia en el tratamiento del dolor 
coronario) 

L. PescADOR and A. MARTIN DE PRADOs. Medicina 
Espaiiola [Med. esp.) 19, 235-240, March, 1948. 2 refs. 


The authors treated 27 patients suffering from angina 
pectoris. The factors were 180kV, 4mA;; filters, 1 mm. 
copper and | mm. aluminium; skin-focus distance 40 cm. 


CARDIOVASCULAR DISORDERS 


The area was about 150 cm.” between the inferior border 
of the clavicle and the mandibular angle, the patient's 
head being turned to the right. Thus, the irradiation was 
directed at the stellate ganglion, the periaortic plexus, and 
part of the sympathetic chain. It was carried out in 
five sessions at various intervals. [Length of sessions not 
stated.] 

In 5 cases the results are not known. In 2 cases the 
pain was increased and the minimum blood pressure 
raised. In 2 other cases there was no change. In the 
remaining 18 cases the pain either disappeared altogether 
or its intensity and length were reduced, while the 
diastolic blood pressure decreased. A. Lilker 


2139. Perforation of the Infarcted Interventricular Sep- 
tum. Report of Two Cases, one Diagnosed Antemortem 

N. O. Fow er and R. B. Fairey. American Journal of 
the Medical Sciences [Amer. J. med. Sci. 215, 534-541, 
May, 1948. 6 figs., 17 refs. 


Two cases of perforation of the infarcted interven- 
tricular septum are reported. In one of them the 
diagnosis was made during life. A review: of the 
literature revealed 56 similar cases, in 15 of which the 
diagnosis was made during life. The condition should 
be suspected in any patient who, shortly after a myo- 
cardial infarction, suddenly develops a systolic thrill and 
murmur in the third and fourth intercostal spaces just to 
the left of the sternum. These patients tend to develop 
right ventricular failure. In 38 cases the survival 
time was described, this being less than a month in 31. 
A further 6 patients died within a year, and 1 patient 
lived 4 years and 10 months. Out of 45 patients examined 
43 had a systolic murmur, which in 22 was associated with 
a thrill. Rupture of a papillary muscle following in- 
farction may be confused with this condition, but in 
the former the murmur tends to be heard best nearer to the 
apex, the patient’s condition deteriorates rapidly, and 
the heart failure is left-sided rather than right-sided. 

C. Bruce Perry 


2140. Angina in Women 
V. K. Summers. British Heart Journal (Brit. Heart J.) 
10, 4-8, Jan., 1948. Bibliography. 


The findings in a series of 87 cases of angina pectoris 
occurring in women are analysed. The age distribution 
showed that the majority of patients (54) were in the age 
group 40 to 60, only 3 patients being under 40. An 
interesting feature is that 12 patients were over the 
age of 70. Noclose association between either parity or 
the menopause and the incidence of angina was noted. 
Defining hypertension as a systolic pressure above 
150 mm. Hg or a diastolic pressure above 90 mm. Hg, 
the author found an incidence of hypertension of 84%. 
A definite history of myocardial infarction was obtained 
in 34 patients; a less definite history in another 14. 
There was electrocardiographic evidence of coronary 
disease in 57 cases. The highest incidence of coronary 
disease (83%) occurred in the sixth and seventh decades. 
Only 1 patient had a syphilitic aortic incompetence, 
and there was no case of mitral stenosis. Two patients 
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had myxoedema, but both had hypertension. There was 
no case of hyperthyroidism. All 4 patients in the 
series with diabetes mellitus had hypertension. Six 
patients had anaemia; 2 of them were under the age of 
40 and in them the anginal symptoms disappeared when 
the anaemia was relieved. Only 13 of the patients were 
classified as obese; 17 of the patients smoked, but there 
was no definite correlation between the smoking and the 
angina. The incidence of gall-bladder disease was low: 
2 patients had gallstones and 3 gave a history suggestive 
of chronic cholecystitis. 

[This is an interesting study in view of the relative 
infrequency of angina pectoris in women as compared 
with men. It confirms the generally accepted belief that 
the underlying pathology is the same in the two sexes— 
that is, coronary-artery disease.] 

William A. R. Thomson 


2141. Experiences with a New Synthetic Analgesic, 
Amidone: Its Action on Ischemic Pains of Occlusive 
Arterial Diseases 

R. J. PopKIN. American Heart Journal [Amer. Heart J.] 
35, 793-799, May, 1948. 6 refs. 


“ Amidone ” (methadon, “‘ physeptone ”’) (6-dimethyl- 
amino-4, 4-diphenyl-3-heptanone hydrochloride), which 
resembles morphine in its action, was given to a number 
of patients with peripheral vascular disease who suffered 
from pain at rest. The dose was 5 to 15 mg. by mouth. 
The drug relieved the pain at rest but was ineffective in 
intermittent claudication. One of the 18 patients 
developed a haemorrhagic urticaria and ambulant 
patients suffered from light-headedness, nausea, and 
vomiting. H. E. Holling 


2142. Experience with the Schemm Regimen in the 
Treatment of Congestive Heart Failure 

A. A. NEWMAN and H. J. STEWART. Annals of Internal 
Medicine [Ann. intern. Med.| 28, 916-939, 7 1948. 


9 figs., 14 refs. 

The importance of a low salt intake in controlling 
oedema is now widely recognized. It has even been 
shown that, provided the salt intake is low, large amounts 
of fluid may be taken without increasing cardiac oedema. 
Schemm carried this principle to the point of recom- 
mending a very high daily fluid intake with a diet low 
in sodium and yielding a neutral or acid ash residue. 
Thirty patients were admitted to hospital for trial of 
this regime. Failure to maintain a steady state of 
oedema during a control period led to the elimination of 
21 patients from later analysis. In only 9 were the data 
satisfactory. The regime alone was without beneficial 
action. Five of the patients were quite unable to con- 
sume the large amounts of water recommended. More- 
over, the diet was not liked by the majority of patients. 
After an adequate trial of the Schemm treatment, the 
condition in 7 patients was found to be much improved 
on a regime of restricted salt, limited fluid and frequent 
‘ administration of mercurial diuretics. Analysing critic- 
ally the charts in Schemm’s papers, the authors do not 
think that diuresis was achieved on his regime. The only 
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occasions on which the patients lost weight were when 
mercurials were given. J. McMichael 


DISORDERS OF CIRCULATION 


2143. Papaverine in Cerebral Angiospasm (Vascular 
Encephalopathy) 

H. I. Russex and B. L. ZOHMAN. Journal of the American 
Medical Association [J. Amer. med. Ass.] 136, 930-392, 
April 3, 1948. 3 refs. 


Papaverine relaxes the smooth muscles of the blood 
vessels. It has not previously been used for disturbances 
of the cerebral circulation, such as embolism and the 
angiospastic phenomena seen in various types of hyper- 
tensive disease. In the authors’ opinion the transient 
character of these seizures suggests that spasm of the 
vessels is an important causal factor. Four cases are 
described in which attacks became less frequent or ceased 
when papaverine hydrochloride was given by mouth. 
One of the patients had recurrent attacks of weakness on 
the left side, coming on 5 to 20 times a day; blood 
pressure was normal and improvement followed 
administration of papaverine. The dose of the drug 
ranged from gr. 4 to 18 (0-26 to 1-2 g.) a day by 
mouth. The toxicity is low, and the drug has no narcotic 
action. It is thought that vascular encephalopathy is a 
more appropriate designation than hypertensive en- 
cephalopathy, since hypertension is absent in some-cases. 
The authors also obtained encouraging results in cases of 
hypertensive headache. 

[The occurrence of transient focal cerebral symptoms 
without evidence of vascular disease is difficult to account 
for. In one case described, evidence of an organic 
basis was lacking. Such attacks are more likely to be 
hysterical. Most of the transient attacks in hypertension 
are, in fact, due to small thromboses.] J. McMichael 


2144. Effect of Continued Desoxycorticosterone Ad- 
ministration in Hypertensive Subjects 

G. A. PERERA. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol., 
N.Y.] 68, 48-50, May, 1948. 1 fig., 5 refs. 


The effect upon blood pressure, serum electrolytes, and 
fluid balance of the subcutaneous administration of 
desoxycorticosterone (DOCA) over prolonged periods 
was investigated in 5 patients suffering from uncom- 
plicated hypertensive vascular disease. Four patients 
received 10 mg. daily for 30 days; the fifth received 
20 mg. daily for 50 days. Increase in weight and 
haemodilution were observed during the first 7 to 10 days. 
The blood pressure at rest increased slightly during the 
first week in all cases; in 3 it remained raised until the 
drug was discontinued; in the other 2, including the 
patient who received 20 mg. of the drug, blood pressure 
returned to the original figure after a transitory rise. 
Serum potassium and sodium decreased and serum 
carbon dioxide increased while the drug was being ad- 
ministered. It is concluded that the effect of DOCA is 
not due to a direct humoral mechanism. A. Schott 
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2145. Blood Volume and Sympathectomy in Hypertension 
W. D. Davis and H. S. Mayerson. Proceedings of the 
Society for Experimental Biology and Medicine (Proc. 
Soc. exp. Biol., N.Y.] 68, 117-120, May, 1948. 4 figs., 
8 refs. 


Blood volume changes were investigated in 20 patients 
with hypertension who had undergone sympathectomy; 
thoraco-lumbar sympathectomy was carried out in all 
the cases except 1, in which the transthoracic approach 
was used. There were 11 women and 9 men; their 
ages ranged from 22 to 50 years and the periods of 
follow up from 3 to 18 months. Plasma volume was 
measured photo-colorimetrically with the T 1824 dye; 
whole-blood and red cell volumes were calculated from 
hematocrit readings (Wintrobe). No consistent post- 
operative changes in the blood volume were found, and 
no consistent deviation from “normal” values was 
observed pre-operatively. It was noted that in 5 patients 
in whom the red cell volume was low before operation the 
response to sympathectomy was poor, whereas in 5 
patients in whom the red cell volume was normal, or 
above normal, the results were good. In patients with 
long-standing vascular disease there was a tendency to 
low blood volume. A. Schott 


2146. Osteoporosis Occurring During Potassium Thio- 
cyanate Therapy for Hypertensive Disease 

J. J. Hincuey, E. A. Hines, and R. K. GHORMLEY. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 215, 548-554, May, 1948. 3 figs. 


About | person in 50 taking potassium thiocyanate as a 
therapeutic measure in hypertension will develop osteo- 
porosis. The authors suggest that anyone likely to 
benefit from potassium thiocyanate should also receive 
calcium in effective therapeutic doses at the same time. 

[Why 1 in 50 should develop bone lesions is not at all 
clear and the present paper does not help. It is probable 
that potassium thiocyanate can be dangerous in any per- 
son suffering from a disorder of calcium metabolism. But 
this cannot be the whole story.] G. F. Walker 


2147. Pheochromocytomas Coexisting in Adrenal Gland 
and Retroperitoneal Space, with Sustained Hypertension. 
Report of a Case with Surgical Cure 

E. J. GANEM and G. F. CantLt. New England Journal of 
Medicine [New Engl. J. Med.] 238, 692-697, May 13, 
1948. 2 figs., 27 refs. 


A girl aged 12 had a 2-years’ history of excessive per- 
spiration and increased appetite, thirst, fatigue, palpita- 
tion, and occasional numbness and tingling in arms. 
Examination revealed an undernourished, emotionally 
unstable girl, with hypertension (180/120), tachycardia 
(120), and raised basal metabolic rate (B.M.R.) (51 to 
67-6%), serum cholesterol 215 mg. per 100 ml., and, on 
x-ray investigation, a tiny area of calcification in the 
left suprarenal area. Nine months later the blood 
pressure had risen to 200/150 and there was well-marked 
hypertensive retinopathy. There had, been no episodes 
suggestive of paroxysmal hypertension. Bilateral peri- 


renal air insufflation showed a left suprarenal tumour, 
which was removed through an extraperitoneal lumbar 
approach. During operation manipulation of the 
tumour, which was intra-adrenal, caused the blood 
pressure to rise from 170/120 to 200/160 and the pulse 
from 130 to 170; after removal of the tumour the blood 
pressure fell to 60/30 and both adrenaline and adrenal 
cortical extract were administered. The tumour, which 
weighed 6 g., proved to be a benign phaeochromocytoma 
and contained adrenaline. After it was removed the 
blood pressure remained raised, averaging 160/144, 
although excessive sweating had ceased. Eight weeks 
after the first operation, at which a second mass had been 
suspected, a tumour was removed from the left retro- 
peritoneal space through a left subcostal oblique trans- 
peritoneal incision. Histologically this tumour was the 
same as the intra-adrenal tumour removed at the first 
operation. A year and a half after the second operation 
the girl was in excellent health, blood pressure was 
116/78, B.M.R. +5%, the retinopathy had disappeared, 
and the visual acuity had returned to normal. 

Appended to this case report are critical observations 
on previously recorded cases, and an account of the 
depressor effect of 1164F—dimethyl piperidoamino- 
methyl benzodioxane—on this patient between her 
operations, which suggests that it might be of help in the 
diagnosis of hyperadrenalinaemia. Henry Cohen 


2148. Hormonal Hypertension and Nephrosclerosis as 
Influenced by the Diet 

P. DontiGny, E. C. Hay, J. L. PRADo, and H. SELye. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 215, 442-447, April, 1948. 17 refs. 


Renal changes characterized by enlarged hyalinized 
glomeruli, formation of hyaline casts, dilated tubules, and 
thickening with necrosis of arteriolar walls, are produced 
in rats treated with lyophilized anterior pituitary extract 
(LAP) under certain conditions or with desoxycorti- 
costerone acetate (DOCA), or by chronic non-specific 
stresses. The changes resemble those present in malig- 
nant hypertension and are referred to as nephrosclerosis: 
after DOCA overdosage or in chronic stress they are 
accompanied by hypertension. The present investiga- 
tion concerns the relation of LAP nephrosclerosis to 
hypertension, and the aetiological role of a high-protein 
diet in hypertension; for LAP nephrosclerosis such a 
diet is known to be indispensable. LAP was given in 
doses of 20 mg. in 10% alcohol twice daily for 3 weeks to 
4 series of rats all receiving diets almost optimal except 
for high sodium content; two series were controls, one 
received a 30% casein diet and one a 15% casein diet, 
and all had vitamin-B supplements. After 21 days the 
blood pressure was estimated and the animals killed. 
The extent and degree of the nephrosclerosis was deter- 
mined and the kidneys and adrenals were weighed. It 
appeared that the production of nephrosclerosis by LAP 
overdosage was related to the 30% casein content of the 
diet and was associated with hypertension, nephrosclerosis 
and hypertension being very infrequent with the 15% 
casein diet and absent in animals not given LAP. In 
the control groups unilateral nephrectomy produced a 
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BLOOD VESSELS 


statistical difference between animals on the 15% and 
30% casein diets, intact animals showing no difference. 
Hypertension was accompanied by statistically signi- 
ficant adrenal enlargement, which was not related to the 
casein content of the diet unless accompanied by ad- 
ministration of LAP. Ina further series of experiments 
of the same type the amount of vitamin-B substances was 
increased generally and individually. Increase to 10 
times the normal amount of vitamin mixture or choline 
chloride reduced the hypertension but not the nephro- 
sclerosis. The theory that non-specific stress produces 
hypertension through the pituitary is restated. This 
process involves also the adrenals by a secondary effect 
which is markedly enhanced by a high-protein diet on 
which the adrenals enlarge or by which mineralo- 
corticoid production is raised to the hypertension- 
producing threshold. Hypertension due to DOCA, in 
experiments now in progress, has not been affected by 
diet in the same manner as is LAP hypertension. It 
appears that in LAP hypertension the important role 
of the high-protein diet is to permit a pronounced en- 
largement of the adrenals. The results obtained with 
choline chloride are not thought to throw any light on 
the renal lesions produced by choline deficiency. 
W. A. Bourne 
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2149. Two Cases of Periarteritis Nodosa. With Obser- 
vations on Aetiology, Diagnosis, and Treatment 

J. M. SUTHERLAND. British Medical Journal (Brit. med. 
J.) 1, 832-835, May 1, 1948. 20 refs. 


A man aged 43 had widespread pains and pyrexia; 
there was tenderness and rigidity of the epigastrium, and 
both lumbar regions; the muscles of the legs were also 


tender. Painful subcutaneous nodules were present on 
the abdominal wall; one of these on section showed 
changes in the vessels characteristic of periarteritis 
nodosa. Further investigation revealed a leucocytosis, 
high erythrocyte sedimentation rate, and slurred QRS 
in the electrocardiogram. Later in the course of 
the illness albumin, erythrocytes, and granular casts 
appeared in the urine, blood was passed in the stools, 
and a retinal haemorrhage occurred. In treatment 2 
antihistamine preparations were used, “ benadryl” and 
“lertigon (histamine azo-protein). Benadryl -in doses 
of 50 mg. 4 times daily did not appear to have a beneficial 
effect, but after lertigon had been given in addition (1 ml. 
subcutaneously weekly) there were no exacerbations of the 
disease. Thirteen months after discharge from hospital 
the patient is at work, his weight is stationary, and the 
erythrocyte sedimentation rate is normal, but there is 
some evidence that hypertension is developing. 

A woman of 52 had pain in the limbs and neck, 
weakness, and loss of weight. The temperature was 
raised for some months to a maximum of 101-5° F. 
(38-6° C.); it then returned to normal. The erythrocyte 
sedimentation rate was high; occult blood was present 
in the faeces. A radiograph of the chest showed no 
gross lesion. There was temporary improvement, but 
10 months after the onset of the illness herpes zoster 
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developed on the right chest wall; haemoptysis and 
vomiting then occurred. At this time there was emacia- 
tion and anaemia, with rales in the right lung and 
tachycardia. The blood pressure and temperature were 
normal. A radiograph showed opacities in the lungs 
suggesting active tuberculosis. The patient died sud- 
denly and necropsy revealed lesions of periarteritis 
nodosa in the lungs and many of the abdominal viscera. 
There was patchy increase of density in the lungs, con- 
sidered to be due to haemorrhage, the immediate cause 
of death being regarded as renal damage. P 
[The condition described in this paper is here referred 
to as periarteritis nodosa but this is inaccurate from the 
pathological point of view. All coats of the artery are 
involved, with periarteritis as a later change; hence the 
term polyarteritis nodosa is now more generally used.] 
S. H. Cookson 


2150. Influence of Sodium Tetrathionate on Rate of Blood 
Flow to the Digits 

T. Winsor. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Bicl., N.Y.] 68, 
34-39, May, 1948. 5 figs., 7 refs. 


Because of conflicting views about the value of sodium 
tetrathionate in the treatment of peripheral vascular 
disorders, as used by Theis and Freeland (Surgery, 1942, 
11, 101) the author investigated the effect of this prepara- 
tion in 10 normal individuals and 10 patients with 
arteriosclerotic obliterative disease of the legs who had 
had a left lumbar sympathectomy. The rate of blood 
flow was determined by means of a digital plethysmo- 
graph (Burch, Amer. Heart J., 1947, 33, 48); skin tem- 
peratures were recorded by an automatic recorder from 
the left index finger and the left and right big toes, and 
pulse rates determined from the plethysmogram. The 
effect of sodium tetrathionate (0-6 g. intravenously) was 
compared with that of 5 ml. of distilled water and of 
placing the arm in water at 45° C. for 20 minutes. In the 
normal individuals sodium tetrathionate produced a 
slight but definite increase in the rate of flow, more 
pronounced in the finger than in the toes, but con- 
siderably less than that due to immersion of one arm in 
hot water. In the patients with vascular disease the flow 
rates in the lower limbs did not show any significant 
change, and those in the finger increased slightly but less 
than in the normal controls. Indirect heating increased 
the flow rates more than did the drug. The skin tempera- 
ture increased in the controls by 1-1, 1-6, and 0-6° C. 
in the left index finger and left and right big toes respec- 
tively (maximum after 80 minutes) and by a further 1-7, 
2-6, and 3-3° C. respectively as a result of indirect heating. 
In the patients with vascular disease no significant rise 
in skin temperature was produced by sodium tetrathionate 
in the non-sympathectomized lower limb, and a rise of 
less than 0-5° C. in the sympathectomized one. Indirect 
heating increased the temperatures by 4-1, 1-6, and 2:8° C. 
in the left index finger and left and right toes respectively. 
The drug produced a very slight decrease in the pulse 
rate. It is concluded that indirect heating is more 
efficacious than sodium tetrathionate in increasing the 
flow rate and skin temperature. A. Schott 
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Disorders of the Blood 


2151. The Haematopoietic System in Mental Disorders. 
(Le systéme hématopoiétique dans les affections mentales) 
J. ALEKSANDROWICZ and M. Spiss. Sang [Sang] 18, 
325-333, 1947. 21 refs. 


After a review of the literature on blood changes 
associated with various psychoses and a discussion of 
the relation of the midbrain to erythropoiesis, the authors 
describe their observations on the marrow, obtained by 
sternal puncture. [There is no reference to the myelo- 
tropic hormone of Petrescu and Olaru (Bull. Mém. Soc. 
Hép. Bucarest, 1945) which is alleged to be secreted by 
the anterior pituitary under the influence of the dien- 
cephalic nuclei.] It is alleged that the number of 
nucleated elements per c.mm. of marrow is, normally, 
between 40,000 and 150,000. [This great variation has 
caused many haematologists to ignore such counts.] 
In depressive states, the numbers are at, but not below, 
the lower limits of normal, while, in maniacal cyclo- 
thymic psychoses, they are greatly increased (between 
277,000 and 500,000 in the authors’ 13 cases). The 
hyperplasia of the marrow affects all types of cells, 
although, in some cases, there is a slight excess of reticulo- 
endothelial elements, with a slight immaturity of the 
myelogram as a whole. The hyperplasia retrogresses 
when depression develops, but the authors are not 
convinced that the hyperplasia during the maniacal 
phases is necessarily the result of the leucocytosis that 
occurs in the peripheral blood in these cases, as in all 
conditions accompanied by violent and prolonged 
muscular work. Unfortunately, the marrow during, and 
after, hard muscular work has not been investigated in 
normal subjects. A, Piney 


2152. In vitro Study of Bone Marrow. III. Erythro- 
poiesis in vitro of Sternal Marrow from Cases of Pernicious 
Anemia and Lymphatic Leukosis Under Therapy 

J. CLEMMESEN, T. EspERSEN, and C. M. Pium. Blood 
[Blood] 3, 155-164, Feb., 1948. 2 figs., 5 refs. 


Using a technique for keeping alive for several hours 
a suspension of marrow cells the authors have examined 
normal and certain types of abnormal erythropoiesis. 
The intermediate layers of cells from immediately 
centrifuged aspirated citrated sternal marrow were 
suspended in Locke’s fluid with 1% of serum and in- 
cubated at 37° C. between concentric collodion mem- 
branes, through which nutrient Locke’s fluid with 2% of 
serum was continuously circulated, and in a current of 
carbogen. Erythropoietic activity was expressed as the 
number of non-nucleated cells produced during 1 hour 
per nucleated red cell present before cultivation. In 
31 normal persons specimens of marrow examined 
singly and nourished by the patient’s own serum gave an 
average figure for erythropoietic activity of 5-13-+.0-26. 
In cross-experiments, nourishment of the marrow by the 


serum of another person reduced activity to about 85% 
of that in the homologous system. In two cases of slight 
anaemia there was no pronounced deviation from normal 
of erythropoietic activity. - . 

A case of moderately severe pernicious anaemia was 
studied before treatment and after the reticulocyte 
response to liver extract. Normal marrow and corre- 
sponding serum were used for the cross-experiments on 
each occasion. Before treatment, the pathological 
marrow showed 62% erythropoietic activity with its 
Own serum, compared with normal marrow and serum, 
The percentage erythropoietic activity when the marrow 
was nourished by normal serum was increased to 152% of 
that with autologous serum, in contradistinction to the 
fall in activity of normal marrow nourished on alien 
serum. Further, normal marrow nourished on the 
pathological serum had only 67% of its usual activity, 
After treatment the activity of the patient’s marrow with 
its own serum was 84% that of the normal marrow- 
serum system; the patient’s marrow with normal serum 
had now 115% of the activity with its own serum, and 
normal marrow with patient’s serum had 80% of the 
activity with its own serum. All values thus tend to 
become more normal. 

The erythropoietic activity in two cases of lymphatic 
leucosis was studied before, during, and after urethane 
treatment supplemented by folic acid. The results 
indicate a deviation from normal similar to that found 
in pernicious anaemia, and become more normal after 
therapy. In the two cases, the erythropoietic activity 
of the marrow before treatment was 45 and 60% of the 
normal control systems, the samples of pathological 
marrow with normal serum showed 147 and 138% of their 
activities with their own sera, and the pathological sera 
reduced normal marrow activity to 64 and 67% respec- 
tively. During treatment these values became more 
normal, and after treatment were 94 and 80%, 102 and 
120%, 90 and 85% respectively compared with the 
figures above. 

As regards the significance of these figures, the authors 
consider that cells in fluid media can be counted with a 
considerable degree of accuracy, this being greater than 
is generally supposed. They also point to the influence 
of therapy on the results, which is unlikely to be acci- 
dental. J. C. White 


2153. Eosinopenia Caused by Adrenaline Infusion and by 
Insulin Hypoglycaemia 

Z. Z. GopLowski. British Medical Journal (Brit. med. 
J.) 1, 46-48, Jan. 10, 1948. 2 figs., 9 refs. 


The author had found that insulin hypoglycaemia often 
improves allergic bronchial asthma. Eosinopenia, with 
a slow oscillating return of eosinophil counts to nor- 
mal, was observed during successful treatment. Con- 
siderations suggesting that this phenomenon is due to 
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the outpouring of adrenaline are put forward in this 
paper, based on the study of 11 allergic and eosinophilic 
subjects (9 with bronchial asthma, 1 with urticaria, and 
1 with dermatitis). 

After determination of eosinophils in blood when the 
patient was not fasting, 8 to 10 mg. of adrenaline in 200 
to 300 ml. of normal saline was given intravenously 
over 8 to 12 hours. Eosinophils were estimated half- 
hourly for 3 hours, then hourly until the patient fell 
asleep, then twice in 2 hours without waking the patient; 
2 to 3 days later the insulin test was performed after a 
12-hour fast with 100 units of soluble insulin, the same 
examinations being repeated. Sternal puncture before 
and during the eighth hour of the tests was performed 
on 7 cases. During adrenaline infusion, eosinopenia 
was marked after a few hours. After discontinuation 
of the infusion, the eosinopenia remained but decreased 
during the first hour of sleep, and normal values were 
attained 24 hours from the start. The eosinopenia was 
similar during insulin hypoglycaemia, but developed 
more gradually and did not persist for so long, the count 
rising rapidly during the first 2 hours of sleep. A com- 
mon mechanism in these 2 conditions seems probable, 
and it is known that adrenaline is released in insulin 
hypoglycaemia. 

The sternal marrow in the cases examined showed no 
change in eosinophil content when there was eosinopenia 
in the blood, appearing to be unaffected by adrenaline, 
and not to store the eosinophils withdrawn from the 
blood. Although the effect of injected adrenaline on 
the sympathetic system is quickly exhausted, eosinopenia 
may be a prolonged sympathetic effect. Eosinophilia 
is associated with vagal action. In sleep vagal pre- 
ponderance neutralizes the eosinopenia due to transient 
sympathetic overactivity, but for return to the original 
condition of the blood sleep of more than 2 hours’ 
duration is required. J. C. White 


2154. Clinical Tolerance to Nitrogen Mustards. (40 
Observations.) (Tolérance clinique des analogues de 
l’ypérite (moutardes a-l’azote). (Etude basée sur 40 
observations)) 

L. JusTIN-BESANGON, S. LAMOTTE-BARILLON, and C. 
PoLonovski. Bulletins et Mémoires de la Société 
Médicale des Hépitaux de Paris [Bull. Soc. méd. Hép. 
Paris 64, 569-576, May, 1948. 


Having treated 40 cases with nitrogen mustard, the 
authors discuss in some detail what they describe as 
the clinical tolerance for this group of drugs. They 
consider that their toxicity for the epithelium of the 
digestive tract, the gonads, and the bone marrow, and 
the small margin between the effective and the toxic dose, 
make it essential to treat only the right type of case and 
to proceed with the utmost caution. They do not con- 
sider it justifiable to give the nitrogen mustards in any- 
thing but malignant conditions, such as Hodgkin’s 
disease. They describe in detail their own method of 
treatment, insisting that nitrogen mustard should not be 
given unless 2 months have elapsed since the last session 
of x-ray therapy and that the latter should not be insti- 
tuted immediately after treatment with nitrogen mustard. 


The possible toxic effects observed by the authors are in 
general agreement with those noted by other workers. 
The immediate unpleasant generalized reaction after 
injection, they suggest, may be in part prevented by 
previous medication with opiates or barbiturates. 

Janet Vaughan 


2155. Clinical Indications for Treatment with Nitrogen 
Mustards. (40 Observations.) (Indications cliniques du 
traitement par les analogues de l’ypérite. Résultats qu’on 
peut en attendre. (Etude basée sur 40 observations)) 
L. JusTIN-BESANGON, S. LAMOTTE-BARILLON, and C. 
PoLONOVSKI. Bulletins et Mémoires de la Société Médi- 
cale des Hépitaux de Paris {Bull. Soc. méd. Hép. Paris] 64, 
576-582, May, 1948. 13 refs. 


The authors describe the results of their treatment of 
40 cases of different blood diseases with nitrogen mustard, 
using methyl-bis-(8-chloroethyl)-amine. They conclude 
that this drug can only be regarded as a palliative and 
never a cure, and that to obtain satisfactory results cases 
must be chosen carefully and observed closely both 
clinically and haematologically throughout the period 
of treatment. Like other workers with nitrogen mustard, 
they achieved the best results in certain cases of Hodgkin’s 
disease. Jn their experience cases in “a satisfactory 
general condition” are most suitable for treatment. 

.5evere anaemia, generalized bone pain, and the terminal 
stages are contraindications to the use of nitrogen 
mustard. They comment on the immediate improve- 
ment and sense of well-being that may follow the use of 
nitrogen mustards, so different from the malaise that may 
result immediately from x-ray therapy, and stress the 
value of these drugs in cases resistant to x rays. 

Janet Vaughan 


2156. Adsorption of Bacterial 
Erythrocytes 

E. V. KeoGu, E. A. Nortu, and M. F. WARBURTON. 
Nature [Nature, Lond.] 161, 687-688, May 1, 1948. 
5 refs. 


Polysaccharides to 


The authors have previously reported that saline 
extracts of smooth strains of Haemophilus influenzae 
contain a substance which is adsorbed to erythrocytes and 
makes these cells agglutinable by type-specific antisera. 
The sample of type-specific polysaccharide originally 
tested adsorbed from immune sera their power of 
agglutinating sensitized erythrocytes, but was unable itself 
to sensitize cells. It has now been shown that this 
result was due to the degradation of the polysaccharide . 
used. By phenol extraction a water-soluble, phenol- 
insoluble fraction containing the type-specific poly- 
saccharide was obtained, capable of being adsorbed to 
erythrocytes. This fraction could be degraded by treat- 
ment with dilute acid or alkali, losing successively its 
ability to be adsorbed, its property of precipitation with 
antibody, and, finally, its power of combination with anti- 
body. Polysaccharides, adsorbable to erythrocytes, have 
been similarly prepared from a number of other bacteria. 
They form useful reagents for a number of immunological 
procedures, such as the titration of antibody in rabbit 
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antisera to be used for the treatment of influenzal 
meningitis. Human or fowl erythrocytes are sensitized 
by adding 1 volume of packed cells to 10 volumes of a 
0-1% solution of polysaccharide. A 5% suspension in 
saline is used for the tests after washing the cells twice. 
One volume of cells and 10 volumes of graded dilutions 
of antiserum are mixed and the presence of haemagglu- 
tination is noted. D. G. ff. Edward 


ANAEMIAS 


2157. Folic Acid 
J. F. Witkinson. British Medical Journal (Brit. med. J.] 
1, 822-827, May 1, 1948. Bibliography. 


The action of folic acid (pteroylglutamic acid) in 
conditions other than pernicious anaemia is discussed. 
In 3 patients with idiopathic steatorrhoea (non-tropical 
sprue) the response was good, but all relapsed later. One 
patient with coeliac disease did not respond at all. This 
confirms the reports of other workers that in non- 
tropical sprue treatment with folic acid is much less 
certain and effective than it is in the West Indian tropical 
sprue reported by Spies and others. The results in 
ulcerative colitis were poor, there being no improvement 
in the blood or intestinal functions. Negative results 
were also obtained in patients with aplastic anaemia, 
agranulocytosis, chronic neutropenia, and leuco-erythro- 
blastic anaemia. In leukaemia, whether acute or chronic, 
folic acid does not influence the anaemia. In 2 patients 
who had had pernicious anaemia for many years and 
who developed chronic myeloid leukaemia there was, 
as might be expected, a temporary improvement on folic- 
acid treatment, but later these patients relapsed 

The evidence that has accumulated makes it clear that, 
in general, only those anaemias in which there is megalo- 
blastic marrow change respond to folic acid, while those 
in which the marrow is normoblastic or hypoplastic 
do not respond. The relative failure in non-tropical 
sprue suggests that in the cases described by the American 
workers there were gross nutritional deficiencies with 
superimposed gastro-intestinal disturbances, while those 
described by the British workers were primarily due to 
failure of absorption from the intestinal tract or failure 
to utilize nutritional factors, especially members of the 
vitamin B group. 

The author considers that although the results with 
folic acid in pernicious anaemia appear good, they are 
not so satisfactory as those obtained with liver extracts 
or stomach preparations, quite apart from the danger of 
cord changes developing in patients given folic acid alone. 
There is a tendency to relapse, and for macrocytosis to 


remain. The very real risk of the development of. 


cord changes means that folic acid alone is not safe 
treatment for pernicious anaemia. The use of “* blunder- 
buss” mixtures of folic acid with liver, stomach, and 
iron, is especially deprecated, and the author points out 
that many of these proprietary mixtures do not contain 
the individual constituents in adequate doses. On the 
other hand, for the treatment of other macrocytic 
anaemias and achrestic anaemia, where there is no 
danger of cord changes, folic acid can be given with 
advantage, though it is still relatively expensive. 


The efforts of Spies and others to find other substances 
analagous to folic acid are reviewed; so far only thymine 
(5-methyluracil) has been active. The author tried 
5-methylisocytosine (amino-thymine) and found that 
this gave a partial response, but the dose was probably 
too small. 

The author points out that pteroylglutamic acid is not 
Castle’s extrinsic factor, because it can be given parenter- 
ally without previous digestion with gastric juice. It has 
different properties from the active stomach enzyme, 
haemopoietin, and it is not the anti-anaemic liver 
principle, since active liver extracts can be prepared 
almost free from folic acid; it also cannot be the factor 
that combats subacute combined degeneration of the 
spinal cord—if, in fact, this is a separate factor. 

The results of treatment with folic acid conjugates are 
reviewed. The reports are so far contradictory, possibly 
because the doses employed by some workers were too 
small. 

[This is the second part of an article; the first part 
appeared in the British Medical Journal of April 24, 1948, 
and an abstract was published in Abstracts of World 
Medicine, 1948, 4, 399.] M.C. G. Israéls 


2158. Anaemia Associated with Trauma and Sepsis 
J. VAUGHAN. British Medical Journal [Brit. med. J.} 1, 
35-39, Jan. 10, 1948. 66 refs. 


The morphology of the anaemias and the metabolic 
disturbances are similar in states of sepsis and in trauma. 
Interference with haemoglobin synthesis appears to be a 
common factor. 

The anaemias accompanying acute and chronic infec- 
tions are better distinguished by the kind of infection 
than by its duration. Fulminating Clostridium welchii 
infections may produce haemolytic megalocytic anaemias, 
In most chronic, and the non-fulminating, infections the 
anaemia is normocytic and normochromic, but may be 
microcytic and hypochromic if of long standing. The 
bone marrow is active. The metabolic disturbances are 
reflected in the low plasma iron level, high serum copper 
level, high erythrocyte protoporphyrin III, and increased 
excretion of coproporphyrins I and III. Serum bilirubin 
and the urobilinogen output are usually normal, but there 
is a negative nitrogen balance with high urinary output 
of ammonia and urea. Similar metabolic changes 
accompany experimentally produced sterile abscesses. 
Anaemia may occur not only in severe casualties but 
also after slight injuries with trivial blood loss and after 
operations not preceded by trauma. Little is known 
of the accompanying metabolic disturbances except that 
the plasma proteins often fall and that there is a high 
urinary nitrogen output, partly diminished by giving a 
high-protein diet. 

In considering the aetiology of these anaemias it is 
apparent that breakdown of tissues is a factor common 
to states of sepsis, trauma, and experimental sterile 
abscesses. The marrow is not aplastic, and haemolysis 
is not usually a feature. Lack of haematopoietic factors 
is a common cause of dyserythropoiesis, but the well- 
recognized factors are not effective in treatment in these 
cases. Cobalt possibly plays a part in the synthesis of 
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haematin or in the union of haematin and globin. In 
these anaemic states, there is failure to utilize iron but no 
lack of iron, and formation of porphyrins from pyrrole 
precursors also does not appear to be disturbed. There 
is a disturbance of protein metabolism, and a conditioned 
deficiency of certain amino-acids necessary for globin 
formation may be brought about, possibly through liver 
damage or by depletion of the body reserves of amino- 
acids by the demands of damaged tissues. 

In treatment, iron and liver are ineffective in general, 
and the position of cobalt is uncertain. A high-calorie 
high-protein diet should be given, with attention to the 
patient’s capacity for assimilation. Blood transfusion 
remains the only effective means of restoring the erythro- 
cytes. J. C. White 


2159. Megaloblastic Anaemia of Pregnancy. Report of 
an Unusual Case 

M. GiLLespre and A. M. Ramsay. British Medical 
Journal (Brit. med. J.| 1, 828-830, May 1, 1948. 1 fig., 
8 refs. 


The authors describe an unusual case which they 
consider is an example of megaloblastic anaemia of 
pregnancy. When the patient was first seen a few days 
after delivery the profound anaemia was associated with 
a leucopenia and a high proportion of immature granu- 
locytes, which suggested the diagnosis of acute leukaemia. 
Sternal marrow puncture, however, revealed a myeloid: 
erythroblast ratio of 1-5 : 1 and the presence of megalo- 
blasts. Intensive treatment with liver extract and pro- 
teolysed liver was without effect and the patient died. 
At necropsy there was intensive hyperplasia of the mar- 
row, the predominant cell being of “* the primitive haemo- 
cytoblast variety”’ with many megaloblasts. In an 
addendum the authors refer briefly to a somewhat 
similar case unassociated with pregnancy in which they 
believe that the precipitating factor was excessive dosage 
of a sulphonamide, 70 g. of which were given over a 
period of 5 weeks for acute tonsillitis. In neither case 
was folic acid administered. Janet Vaughan 


2160. Folic Acid and the Cholinesterases 
R. D. Hawkins. Archives of Biochemistry [Arch. 
Biochem. 17, 97-104, April, 1948. 9 refs. 


The possible effect of folic acid on cholinesterase or 
pseudo-cholinesterase activity in vitro and in vivo was 
investigated because of the demonstration (Davis, 
Science, 1946, 104, 37; Amer. J. Physiol., 1946, 147, 
404: Proc. Soc. exp. Biol., N.Y., 1946, 63, 287) of pro- 
duction in dogs by oral choline or acetylcholine of hyper- 
chromic anaemia curable by liver extract or pteroyl- 
glutamic acid, of the increased “ acetylcholine-like 
activity” of the anaemic serum and its diminution 
by treatment and anti-anaemic substances, and of the 
increase in plasma cholinesterase activity of dog and 
human serum by liver and pteroylglutamic acid. 

Male rats of the Wistar strain were used to investigate 
the effect of dietary intake of folic acid on the activity 
of true cholinesterase and pseudo-cholinesterase. After 
a 10-week experimental period, no significant difference 
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between the activities of either of these enzymes was found 
in rats fed on a diet deficient in folic acid and on a diet 
with a daily supplement of 25 jug. of folic acid. Further, 
samples of plasma from the two groups were divided and 
incubated for 24 hours at 37° C., one portion with 
0-15 mg. of folic acid per ml. and the other with water. 
No increase in activity of the two enzymes was found 
in the plasma of either group incubated with folic acid. 
Enzymatic activities were measured by the Warburg 
manometer at 37° C., 0-03 molar acetyl-8-methylcholine 
and 0-006 molar benzoylcholine being used respectively 
as substrates for cholinesterase and pseudo-cholinesterase. 

To determine whether factors other than folic acid 
might be responsible for increased ability of anaemic 
dog plasma to hydrolyse acetylcholine after incubation 
with folic acid, samples of plasma from two groups of 
dogs maintained on different diets for 3 months were 
examined for cholinesterase activity before and after 
incubation with folic acid. In one group the diet was 
that used by Davis, in the other group a diet including 
dried yeast was.used. No difference in activity was 
found in the two groups before and after incubation with 
0-15 mg. of folic acid per ml. for 24 hours at 37° C. 
Two dogs in the first group were also given 15 mg. of 
folic acid orally; there was no change in activity of the 
two enzymes after 5 hours. 

Oral administration of 15 mg. of synthetic folic acid 
to 5 normal human males failed to alter significantly 
the cholinesterase or pseudo-cholinesterase activity after 
5 hours. The experiments provide no evidence that 
folic acid increases the cholinesterase activity of the body. 

J. C. White 


2161. Infantile Form of Pernicious (Addisonian) Anemia. 
Report of a Long Term Study of a Case 

B. BENJAMIN. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 75, 143-189, Feb., 1948. 19 figs., 
19 refs. 


The author reports prolonged, detailed, and extensive 
investigations of a child who developed an Addisonian 
type of anaemia in the second year of life. The condition 
responded well to liver therapy, but has required con- 
tinuous treatment ever since to avoid relapses. It is 
thus a different disease from the rather commoner 
macrocytic anaemia of infancy which after treatment with 
liver or folic acid does not require continuous therapy. 
The author concludes that his case is one of pernicious 
anaemia due to congenital absence of the intrinsic factor 
in the gastric secretions. N. M. Jacoby 


LEUKAEMIAS 


2162. Pulmonary Edema in Leucemic Mice Following 
Treatment with Urethane 

W. W. WINCHESTER and G. M. HiIaGINs. Science: 
[Science] 107, 568-569, May 28, 1948. 7 refs. 


Experiments were conducted with a transmissible strain: 
of myelogenous leukaemia in mice. As a control,. 
similar doses of urethane were given to normal mice of” 
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the same strain as the leukaemic mice. An important 
criterion for judging the effectiveness of the urethane 
treatment of the leukaemia was the life-span of the 
animals. In the first series of animals treated three- 
quarters died of pneumonia, and when sections were 
studied it was found that this pneumonia was secondary 
to a mild pulmonary oedema in all the animals. A 
second series of mice given larger doses of urethane 
developed a more severe and more rapidly fatal type of 
pulmonary oedema. Similar oedema occurred in the 
normal mice given large doses of urethane. In a third 
series of leukaemic mice, an unsuccessful attempt was 
made to adjust the dose of urethane so that the leukaemia 
could be controlled without production of pulmonary 
oedema. At necropsy the thorax contained fluid, 
the alveoli and bronchi were distended with homogeneous 
material, and there was capillary engorgement with 
rupture. Localized oedema was also noted in other 
regions. 

In the literature there are reports that urethane in- 
creases capillary permeability; this has been attributed 
to capillary dilatation as well as to a direct toxic effect. 
The present authors are aware that these results may 
not be applicable to man, but they think that such 
phenomena should be looked for. [No such effects 
have been reported so far in human beings receiving 
urethane in therapeutic doses.] M. C. G. Israéls 


2163. Use of Folic Acid Derivatives in the Treatment of 
Human Leukemia 

L. M. Meyer. Transactions of the New York Academy 
of Sciences [Trans. N.Y. Acad. Sci.] 10, 99-103, Jan., 
1948. 


** Teropterin ”’ (pteroyltriglutamic acid), in doses of up 
to 200 mg. per day, was used for the treatment of human 
leukaemia. Most patients with chronic lymphocytic 
leukaemia (7 cases) experienced an increased sense of 
well-being and felt stronger but no significant changes in 
blood or bone marrow and no regressions in lymph nodes, 
liver, or spleen were observed. The most dramatic 
results were obtained in two cases of multiple myeloma; 
the patients were relieved of pain and able to get out of 
bed in 2 to 3 weeks. The improvement, however, was 
entirely subjective and the physical signs were unchanged. 
In one case of acute lymphoblastic leukaemia, the number 
of circulating lymphoblasts decreased and that of lympho- 
cytes increased, and the clinical picture suggested a 
chronic lymphocytic leukaemia but the patient soon died. 

Eight other patients were treated with anti-folic acid 
compounds. Three patients with chronic lymphocytic 
leukaemia felt better but there was no improvement in 
the blood counts. In 3 of 5 cases of acute leukaemia, 
there was a reduction in the total white cell count and a 
temporary shift to the right. The remission though short- 
lived suggested an alteration in, or interference with, the 
metabolism or chemical reaction in the malignant cells. 

{In a discussion of this and accompanying papers 
Gellhorn expressed the opinion that there was no 
evidence that the course of the disease had been in any 
way altered by teropterin with the doubtful exception of 
one case of carcinoma of the prostate. He recognized, 
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however, the apparent analgesic effect and that a sense of 
well-being was produced, and suggested that the subjective 
improvement might be due to an effect of the drug on 
the central nervous system related to the pharmacological 
action of glutamic acid.] L. Foulds 


2164. Aleukemic Myelosis: Chronic Nonleukemic Mye- 
losis, Agnogenic Myeloid Metaplasia, Osteosclerosis, 
Leukoerythroblastic Anemia, and Synonymous Designa- 
tions 

E. L. HeLtter, M. G. Lewisoun, and W. E. PAuin, 
American Journal of Pathology [Amer. J. Path.) 23, 
327-366, May, 1947. 13 figs., 76 refs. 


Three cases of aleukaemic myelosis are reported. The 
study of these cases, together with a review of the 
literature, led the authors to the conclusion that this 
disease is really a form of myelogenous leukaemia, 
although many cases of this type are genuinely aleuk- 
aemic. The leukaemic nature of this disorder has not 
been generally recognized because of atypical clinical, 
haematological, and pathological features; moreover, 
its identity has been obscured by the diverse terminology 
used by the various investigators. Aleukaemic myelosis 
appears to be an appropriate designation for this disease, 
characterized by splenomegaly and non-specific altera- 
tions in the blood. In the opinion of the authors the 
criteria alleged to differentiate aleukaemic myelosis from 
leukaemia do not withstand critical analysis. Osteo- 
sclerosis may occur in myelogenous leukaemia, but its 
occurrence favours the development of an aleukaemic 
state of the blood. The Malpighian corpuscles in the 
spleen may be intact or partially or completely destroyed 
in both aleukaemic myelosis and myelogenous leukaemia. 
Cases of the type reported present strong evidence for 
the view that much of the myeloid reaction in the spleen, 
liver, and lymph nodes in myelogenous leukaemia.is not 
the result of metastasis but of myeloid transmutation of 
the local reticulo-endothelial system in these organs. 

G. Popjak 


2165. Similarity to Heparin of the Clotting Inhibitor in 
Acute Leucemia and the Significance of Hyperheparinemia 
in Estrapenic Cholinergic States 

R. D. BARNARD. Science [Science] 107, 571-572, May 
28, 1948. 1 fig., 8 refs. 


It has been reported that heparin is increased in the 
blood in patients with pernicious anaemia and leukaemias, 
in anaphylactic and peptone shock, and in radiation sick- 
ness in dogs. The usual methods for its identification 
are neutralization by thrombin or globin, and the reaction 
with toluidine blue. In this paper evidence is given that 
heparin was increased in the blood in 5 cases of human 
leukaemia and two of “* thrombotic cardiogenic shock ”’, 
by showing that plasma from these patients added to 
normal citrated human plasma caused a dissociation in 
the precipitation rates of filiar and gelatinous plasma 
when the plasma was clotted by calcium chloride and 
viper venom. Such dissociation usually means that 
heparin is present in a concentration of about 2 mg. per 
100 ml. Thrombin titrations gave similar results. 
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Hyperheparinaemia explains the incoagulability of the 
blood but does not explain the haemorrhagic diathesis 
present in these diseases. The author draws attention 
to the apparent limitation of hyperheparinaemic extra- 
vasation to conditions in which the cholinesterase con- 
centration in blood is lower than normal. In these 
states there is usually a thromboplastin deficiency as 
well, and the author therefore suggests, although he 
brings no evidence in support, that the blood heparin 
only rises when there is inadequate thromboplastin to 
neutralize it and that extravasations are not in them- 
selves due to the hyperheparinaemia. M. C. G. Israéls 


2166. Effects of Radioactive Sodium on Leukemia and 
Allied Diseases. Preliminary Report 

T. C. Evans, M. LENz, C. P. DONLAN, and M. J. LEMAy. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.| 59, 469-481, April, 1948. 9 figs., 
18 refs. 


Radioactive sodium was tested in 24 cases of chronic 
myelogenous leukaemia, acute and chronic lymphatic 
leukaemia, in polycythaemia vera, and in single cases of 
various generalized malignant conditions. The results 
justify the conclusion that the administration of radio- 
active sodium is an effective means of giving protracted 
whole-body irradiation. In a few individuals the radia- 
tion produced good results, but the response to radio- 
active sodium was poor in acute leukaemia, or when the 
radio-resistance of the pathological cells was high or 
when the haematopoietic system was already damaged. 
The rapidity and the degree of the response, as well as 
the duration of the recession of the symptoms, could 
usually be regulated by the amount of each dose of 
radioactive sodium and the frequency of the treatments. 
Very slight radiation sickness followed in only 2 cases. 
Radioactive sodium is effective when given by mouth. 
This avoids some of the complications observed with 
intravenous applications. In view of its short half-life 
(only 15 hours) the use of radioactive sodium must 
necessarily be limited to institutions situated near the 
source of supply. A, Orley 


2167. The Nature of Anaemia in Leukaemia 

D. H. Cotuins and W. MclI. Rose. Journal of Pathology 
and Bacteriology [J. Path. Bact.) 60, 63-74, Jan., 1948. 
8 figs., 28 refs. 


Fifty cases of leukaemia (14 acute, 16 chronic lym- 
phatic, and 20 chronic myelogenous) were examined 
haematologically in the Pathological Department, Leeds 
General Infirmary. The authors studied the coincident 
occurrence of anaemia, which was most severe in the 
acute forms of leukaemia and least severe in the chronic 
myelogenous types. Five cases are discussed in detail. 

Nucleated red cells were observed less often in the 
peripheral blood in chronic lymphatic leukaemia, the 
severe anaemia being secondary to the lymphocyte in- 
filtration of the bone marrow leading to hypoplasia. In 
all types of leukaemia there was some evidence in the 
early stages of abnormal activity of the red-cell-forming 


tissues, often antedating the leukaemic manifestations. 
The authors state that blood loss and extensive red cell 
destruction may aggravate the anaemia, but essentially 
there is hypoplasia in lymphatic leukaemia, and defective 
cell production from a hyperplastic marrow in myeloid 
leukaemia. The incidence and severity of the anaemia 
in these 50 patients are analysed. John F. Wilkinson 


2168. The Newer Nitrogen Mustards in the Treatment of 
Leukemia 

J. H. BURCHENAL. Radiology [Radiology] 50, 494-499, © 
April, 1948. 5 figs., 9 refs. 


The nitrogen mustards in use have definite disadvan- 
tages: they are liable to cause troublesome nausea and 
vomiting and the remissions produced even in diseases 
such as chronic myeloid leukaemia which respond 
favourably rarely exceed 6 months. Related com- 
pounds are therefore being tested in order to discover 
those which are without unpleasant side-effects and which 
will give longer remissions. In this paper results are 
recorded with two related compounds: (a) 1,3-propane- 
diamine-N,N,N’,N’,-tetrakis (2-chloroethyl) dihydro- 
chloride, known as SK 136, and (6) SK 137, the similar 
diamine-2-chloro compound. SK 137 caused occasional 
transient psychoses lasting for 12 to 72 hours and was 
but little used. SK 136 in a dose of 0-1 mg. per kilo 
body weight for 4 to 8 doses caused little nausea and 
vomiting, especially in patients with chronic myeloid 
leukaemia, but there was slight transient dizziness. A 
dose larger than this did cause nausea, vomiting, and 
severe dizziness. SK 136 produced haematological and 
clinical responses similar to but no better than those with 
the usual nitrogen mustards. Patients with chronic 
myeloid leukaemia responded best; in 11 patients the 
white cell count decreased and in 10 there was subjective 
improvement; the haemoglobin level rose in 9, the spleen 
became smaller in 9, the leucocyte picture became more 
normal in 7, and remissions lasted from 14 to 5 months. 
The results in 2 subacute and 19 cases of acute leukaemias 
were all much less favourable. [No results with Hodg- 
kin’s disease are recorded. The conclusion of the author 
that SK 136 has little advantage over the more usual 
compounds is fully justified, if disappointing.] 

M. C. G. Israéls 


2169. Are the Basophilic Leucocytes “‘ Heparinocytes ”’? 
Part I. [In English] 

G. TOTTERMAN. Acta Medica Scandinavica [Acta med. 
scand.| 130, 176-182, 1948. 4 refs. 


The metachromatic staining of basophil leucocytes 
suggests that the cell granules may be identical with 
heparin. A series of 88 cases of myeloid leukaemia were 
examined to test the hypothesis that basophilia may be 
associated with the haemorrhagic diathesis observed in 
some instances. In cases of acute myeloid leukaemia 
characterized by strong haemorrhagic diathesis the baso- 
phil count was very low. There was no difference in the 
incidence of bleeding tendencies in cases of chronic 
myeloid leukaemia, whether there was basophilia or not. 

E. F. McCarthy 
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2170. Idiopathic Pulmonary (Essential 
Brown Induration of the Lungs) 

W.G. WYLLIE, W. SHELDON, M. BopIANn, and A. BARLOW. 
Quarterly Journal of Medicine [Quart. J. Med.) 27, 25-48, 
Jan., 1948. 14 figs., 16 refs. 


The authors present a series of 24 cases—17 from the 
literature and a further 7 seen between 1939 and 1947 at 
the Hospital for Sick Children, Great Ormond Street, 
London—and describe the symptoms, clinical and radio- 
logical findings, and treatment. The condition is fairly 
typical, and all the patients except one were under 
16 years. Of the total of 24 cases, 18 had proved fatal 
up to the time of publication; 5 of the patients from 
Great Ormond Street were still living, but their condition 
was not considered satisfactory, and the radiological 
appearances were still abnormal. 

From a study of this series it is concluded that the 
disease affects mainly the lesser circulation, it is not of a 
hereditary or familial nature, and the prognosis is poor. 
[The name of the condition is a little misleading, because 
although it calls attention to the symptoms, which are 
largely related to the lungs, it completely obscures the 
underlying pathology, which is presumably that of a 
haemolytic anaemia.] F. P. Lee Lander 


2171. Importance of Pressure Factors in the Genesis of 
Pulmonary Edema Following Vagotomy 

A. H. SussMAN, A. HEMINGWAY, and M. B. VISSCHER. 
American Journal of Physiology {Amer. J. Physiol.) 152, 
585-588, March, 1948. 6 refs. 


The question of vasomotor control through the vagi 
in relation to pulmonary oedema is still unsettled. 
Bilateral cervical vagotomy results, in several species of 
animals, in pulmonary oedema, but, according to Lorber 
(J. exp. Med., 1939, 70, 117) among others, obstruction 
to the airway by laryngeal paralysis and accumulation 
of tracheal secretions play a large part. Also, from the 
observations of Daly et al. (Quart. J. exp. Phys., 1942, 
31, 211) the vasomotor influence of vagal fibres appears 
small. On the other hand, in Farber’s (Arch. Path., 
1940, 30, 180) experiments on guinea-pigs, maintained on 
positive pressure respiration (pressure conditions not 
recorded) fatal lung oedema occurred earlier in vago- 
tomized animals than in those with intact vagi, and the 
conclusion was that “disturbances to the vasomotor 
control of the pulmonary vessels . . . lead to the pro- 
duction of severe pulmonary oedema and haemorrhage ” 

When the latter experiments were repeated during 
artificial respiration by positive-pressure tracheal cannula 
insufflation at two pressure levels, pulmonary oedema 
did not occur at a pressure of 6 mm. Hg within periods 
of from 5 to 25 hours but it -did occur within 5 hours in 
both intact and vagotomized animals at 20 mm. Hg. 
Thus differences in pressure appeared to be the critical 
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factors and vagotomy did augment pulmonary oedema 
at the high-pressure level, although it is admitted that 
an inhibiting influence of the vagi might occur at 
pressure levels intermediate between the two employed 
in the present study. H. Pollak 


2172. An Attempt to Produce Pulmonary Edema by 
Increased Intracranial Pressure 

A. SURTSHIN, L. N. Katz, and S. RODBARD. American 
Journal of Physiology [Amer. J. Physiol.| 152, 589-590, 
March, 1948. 8 refs. 


Intracranial pressure in dogs was raised by intracranial 
injection of saline, which causes a rise in systemic blood 
pressure. In such conditions pulmonary oedema has 
been observed. The authors, however, suspected that 
the pulmonary oedema might be due to aspiration of 
saliva which was produced in considerable amounts by 
many of the animals. This view was supported by 
experiments on dogs with tracheal cannulae in which 
increased intracranial pressure failed to cause pulmonary 
oedema. A picture grossly resembling pulmonary 


oedema was seen in the dogs without tracheal cannulae. 


H. Pollak 


2173. A New Approach to the Understanding of Pulmon- 
ary Emphysema. A Method of Determining Emphysema 
of the Lungs 

G.G. ORNSTEIN. Quarterly Bulletin of Sea View Hospital 
[Quart. .Bull. Sea View Hosp.) 9, 89-136, April, 1947. 
20 figs., 14 refs. 


The author points out the difficulties in diagnosis and 
loose application of the term ‘‘ emphysema ”’, the chief 
symptoms of which are dyspnoea and fatigue on exertion, 
symptoms also present in other pulmonary and cardiac 
diseases. The latter conditions and hypertrophy, such 
as may occur in the healthy areas of lungs in association 
with massive fibrosis or atelectasis, or after lobectomy or 
pneumonectomy, may be differentiated from true 
emphysema by the fact that a diminished capacity for 
diffusion of oxygen and carbon dioxide is found in the 
emphysematous lung. 

In the author’s diffusion test, after a standard exercise 
(stepping up and down an 8-in. (20 cm.) step 30 times 
in 1 minute) the subject was connected for 20 seconds 
to a rebreathing bag containing 1 litre of air. Normal 
subjects used a fairly constant amount of oxygen and 
increased the volume of carbon dioxide in the rebreathing 
bag. The percentage volume of oxygen, initially 20-93, 
was reduced to a mean of 7-95+-0-851. Carbon dioxide 
increased from 0-03 volumes per cent. to 8-09--0-436. In 
females the oxygen value was 8-30-+0-714% and the 
carbon dioxide value 7-70+0-497. The finding of 
an oxygen value up to 9-5% was considered good, any 
figure lower very good. Figures above 10% indicated 
impaired permeability and diffusion. 
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The author also found that the most effective ventilatory 
test was to measure the resting minute ventilation of 
the subject under basal conditions and then the maximum 
breathing capacity for | minute; this was done by using 
either a spirometer, a Douglas bag, or a gasometer 
(resembling the one used in measuring illuminating gas). 
Before measurements are made the subject is asked to 
breathe normally into the apparatus for a short while 
and then to breathe as deeply and rapidly as possible 
for 30 seconds, and the maximum breathing capacity is 
recorded. The gasometer can also be used in recording 
the resting minute ventilation. Before recording this 
the subject should rest in a chair for 30 minutes. The 
volume of air used during the maximum breathing 
capacity test divided by the volume breathed during the 
test of resting minute ventilation, gives a measure of the 
ventilatory reserve. This was found to be about 20 for 
males and 13 for females. 

Case histories and results of tests in 19 cases are given, 
together with the results of the function tests in 81 cases. 
It is concluded that ventilation plays no part in the ability 
of the alveolar spaces to carry on the interchange of 
carbon dioxide and oxygen. A lung may be enlarged and 
overdistended for many years without developing em- 
physema. The large bullous blebs sometimes: seen at 
the base of the lungs on radiographs may lead to poor 
ventilation, having the same effects on the underlying 
diaphragm as an atelectasis of the lower lobe might have. 
They change volume slightly during inspiration and 
expiration and thus affect the diaphragm by reducing its 
mobility. Sub-pleural blebs may be present without any 
emphysema, are not due to this disease but to a rupture 
of the sub-pleural elastic fibres, and are outside the lung. 
The bullae are due to a rupture of the overdistended 
alveolar walls, and surgical procedures which remove 
either the bullae or the segments of the lungs to which the 
bullae are attached may improve the pulmonary ventila- 
tion. E. H. Hudson 


2174. Penicillin and Streptomycin Aerosol in the 
Treatment of Pulmonary Disease 

E. W. HaGens, M. Karp, and C. J. FARMER. Archives 
of Otolaryngology [Arch. Otolaryng., Chicago} 47, 138- 
148, Feb., 1948. 7 refs. 


The effect of the inhalation of penicillin and strepto- 
mycin in pulmonary disease is reported. The equipment 
used consisted of an oro-nasal mask without valve, a 
nebulizer, and an oxygen tank. The solutions used 
were: (1) sodium penicillin 200,000 units per day, and 
(2) a mixed aerosol containing 200,000 units sodium 
penicillin and 500,000 units streptomycin in 25 ml. 
isotonic saline or distilled water. Sodium penicillin 
and streptomycin were mixed in one container. When 
calcium penicillin was used the solutions of penicillin 
and streptomycin had to be given in separate containers 
because calcium penicillin caused precipitation in the 
solution of streptomycin. There were 46 inhalation 
periods of about 5 minutes each in the 24 hours, 1-5 ml. 
aerosol being inhaled on each occasion. The rate of 
Oxygen flow was about 7 litres per minute. . 

Ten patients were treated—4 with bronchiectasis, 2 
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with chronic bronchitis, and 4 with bronchial asthma. 
In all cases penicillin alone was inhaled for several days, 
and the mixed aerosol of penicillin and streptomycin 
was then given for 3 to 9 days. In 8 patients Gram- 
positive organisms disappeared from the sputum after 
several days of penicillin treatment. When streptomycin 
was added Gram-negative bacteria disappeared in 5 
patients who were inhaling 500,000 units per day but 
persisted in 5 patients who were inhaling only 200,000 
units perday. Clinically 9 of the patients were improved. 
This was most obvious in those with bronchiectasis in 
whom the sputum was reduced in quantity by a third or 
more and was less foul. Bronchoscopic examination in 
3 patients before and after treatment revealed no signi- 
ficant change in the state of the bronchial mucosa. The 
results in 111 patients referred from other departments 
of the hospital for penicillin inhalations are mentioned. 
Many kinds of pulmonary disease were represented. The 
results were similar, patients with bronchiectasis showing 
most improvement. However the records were inade- 
quate for detailed analysis. Reactions to penicillin 
occurred in 6 patients: 2 developed dermatitis and 1 
complained of dizziness and 3 of dyspnoea after the 
inhalations. 

Experiments on a volunteer showed that significant 
levels of penicillin developed in the blood only when 
solutions containing 50,000 units per ml. or more were 
inhaled and these irritated the throat. No streptomycin 
was detected in the blood even in a patient who was 
inhaling as much as 750,000 units per day. Analysis of 
the washings from the mask and rebreathing bag showed 
that about one-fifth of the penicillin remains in the 
apparatus after use. As some is also lost through the 
exhaling valve and some remains in the upper air pas- 
sages, an amount considerably smaller than that nebulized 
actually reaches the lungs. Arthur Willcox 


2175. A  Bronchoscopic and Auscultatory Study of 
Adventitious Sounds after Total Pneumonectomy. (Con- 
tribution a I’étude des rales bronchiques: Constatations 
stéthacoustiques et bronchoscopiques aprés pneumon- 
ectomie totale chez l">homme) 

M. FouresTier. Presse Médicale [Pr. méd.] 56, 318-319, 
May 1, 1948. 


The author describes a single case in which, immediately 
after a pneumonectomy had been performed, ausculta- 
tion revealed the presence of many coarse rales and 
rhonchi equal in intensity over the whole of both hemi- 
thoraces. While the patient was still under the anaes- 
thetic, bronchoscopy disclosed the presence of thick, 
stringy mucous in the region of the hypopharynx, the 
glottis, and vocal cords. The trachea and main bronchi 
were clear. Immediately the mucus was removed the 
adventitious sounds ceased, and there was the expected 
silence on the operated side. The sounds were heard 
again when mucus had once more collected and were 
audible over the whole of both sides. The author 
concludes from this that bronchial rales and rhonchi are 
transmitted by way of the chest wall, and that in con- 
sequence the topographical location of these sounds 
bears no relation to the location of the causative lesion. 
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[The fallacy in the conclusion would appear to be that 
the sounds heard were not bronchial in origin, but were, 
instead, similar sounds produced by mucus in the 
hypopharynx and glottis. That these sounds were 
transmitted by way of the chest wall would certainly 
appear to have been demonstrated, but this conclusion 
cannot necessarily be applied to sounds which actually 
originate in the bronchi themselves. ] 

Richard D. Tonkin 


2176. Primary Atypical Pneumonia. A Clinical Study 
J. W. STEPHENS. Lancet [Lancet] 1, 703-707, May 8, 
1948. 1 fig., 22 refs. 


The author describes an outbreak of a febrile disease 
with pulmonary involvement in troops in the Naples area 
in March, 1946, 58 cases being observed, 44 of them in 
men from the same unit. Epidemiologically there was 
no relation to infective hepatitis. The hygienic arrange- 
ments were adequate; there was no evidence of bed-to- 
bed or room-to-room spread of the disease. The dates 
of onset were between March 4 and March 25, with 
a special preponderance between March 7 and March 11. 
Two cases in which the date of probable exposure to 
infection was known suggest an incubation period 
between 10 and 12 days. 

Clinically, the onset was abrupt with severe headache, 
sweating, shivering, anorexia, and fever. In spite of the 
high temperature the general condition remained good. 
There was usually dry cough from the onset, though the 
patient made no special complaint about this. Most 
commonly on the second or third day, but sometimes 
earlier and sometimes later, abnormal physical signs 
appeared in the chest, consisting of localized areas of 
rhonchi or crepitations or signs of a mild generalized 
bronchitis. The crepitations might be very localized 
and require careful examination for their detection. The 
spleen was enlarged in 18 cases; it was firm and slightly 
tender. More rarely the liver might be enlarged. The 
cough was usually dry, and sputum, when present, 
was scanty; there was no frank haemoptysis but the 
sputum was blood-stained in 5 cases. The fever lasted 
between 4 and 11 days and usually settled by lysis. There 
was a relative bradycardia. Anorexia was noted in 
37 cases, and vomiting, at the onset only, in 10. There 


was pain in the chest in 19 cases. Radiographically the 


right lung was involved more often than the left; in 
half the cases the lesions spread out fanwise from the 
hilum. The most common type of shadow was an 
homogeneous opacity with indefinite margins. Bilateral 
shadowings were seen in only 4 cases. The lesions 
usually resolved in 4 to 5 weeks. 

The author stresses that the radiographic appearances 
should be regarded as confirmatory and that the diagnosis 
should be made on clinical grounds in most cases. The 
leucocyte count was generally within normal limits. 
No complications occurred except delirium tremens in 
one man who was a heavy drinker and thrombosis of 
the superficial veins of the calf in another. There was no 
mortality. In discussion the author mentions the 
demonstration by other workers that many of the out- 
breaks previously described as of “ primary atypical 


pneumonia ”’ in the Mediterranean area were due to 
Mediterranean Q fever, and it seems likely that his 
cases were of the same sort. J. G. Scadding 


2177. Penicillin Aerosol in the Treatment of Experimental 
Pneumococcus Pneumonia 

F. P. HapLey, A. P. McILroy, and A. M. Laurent. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. Y.] 68, 204-209, May, 
1948. 18 refs. 


Rats were used in this investigation and pneumonia 
was provoked by the intrabronchial inoculation of a 
virulent strain of pneumococcus. Typical lobar pneu- 
monia resulted within 18 hours, accompanied by septi- 
caemia and consolidation of the inoculated lobe; the 
average survival time was 42 hours. Both prophylactic 
and therapeutic experiments were carried out with 
penicillin aerosols. From 4 to 10 exposures were given, 
each of 15 minutes’ duration, and the total amount of 
penicillin inhaled by each rat was estimated by multi- 
plying the tidal air for rats in ml. per minute by the 
estimated amount of penicillin in each ml. of air delivered 
from the atomizer. 

When the infection in rats was produced by pneumo- 
cocci suspended in mucin, penicillin had no prophylactic 
effect whatsoever either by inhalation or parenterally, 
but inhalation of penicillin was very effective against 
infections produced by pneumococci suspended in 
broth (no adequate explanation is given). Four penicillin 
inhalations given at intervals of 2 hours (a total of 5,000 
to 16,750 units) saved 73% of rats infected intra- 
bronchially with 100 MLD of mucin-suspended pneu- 
mococci, compared with a survival rate of 99% for con- 
trols. Penicillin aerosols were as effective even when 
treatment was delayed for 18 hours so that lung consolida- 
tion and septicaemia were established. R. Wien 


2178. Myocardial Metastasis by Bronchial Carcinoma 
and Other Neoplasms 

J.E.G. Pearson. British Journal of Tuberculosis (Brit. J. 
Tuberc.] 42, 31-38, April, 1948. 7 refs. 


Invasion of the myocardium was found at necropsy 
or thoracotomy in 17 of 148 cases of bronchial carcinoma. 
In 11 of these an arrhythmia had been present (paroxysmal 
auricular fibrillation in 5, established auricular fibrilla- 
tion in 2, auricular flutter in 2, paroxysmal auricular 
fibrillation and flutter in 1, and paroxysms of premature 
systoles in 1). Malignant deposits were found in the 
left auricle in 14, in the right auricle in 7, and in the left 
ventricle in 2, but never in the right ventricle. The 
auricular involvement was due to direct extension of the 
growth. In 3 cases the appearance of an arrhythmia led 
to a clinical diagnosis of myocardial metastasis. During 
the same 5-year period necropsy was performed on 358 
patients who died from other forms of malignant disease. 
Myocardial involvement was found only in 19 cases, in 
half of which the ventricles alone were affected. An 
arrhythmia was recorded in only | of these cases. 

Arthur Willcox 
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2179. The Diagnosis and Treatment of Gastric and Duo- 
denal Ulcers of Syphilitic Origin. (A lueses eredeti 
gyomor- és nyombélfekélyek diagnosztikaja és thera- 
pidja) 

L. Kirtut. Orvosok Lapja (Orv. Lapja| 4, 586-589, 
May 2, 1948. 4 figs., 15 refs. 


Of 3,066 cases of peptic ulcer observed in 16 years 
52 (1:7%) were of syphilitic origin. The incidence was 
much higher among cases of gastric ulcer—41 out of 
826 (4-:9%)—than among cases of duodenal ulcer— 
11 out of 2,240 (0-5%). 52 patients admitted syphilitic 
infection, but only 23 had received regular treatment. 
The serum reactions were positive in all cases, and, ina 
few, positive specific reactions were given by the gastric 
juice and cerebrospinal fluid. The symptoms were not 
different from those usual in ulcer, but there was no 
response to the ordinary treatment. There was gastric 
hypoacidity or anacidity in 42 patients, and occult blood 
in 12. Radiologically, there was evidence of increased 
persistalsis and tendency to spasm. Gastroscopy re- 
vealed shallow ulcers with irregular edges and smooth 
pink bases. The mucosa in the area surrounding the 
ulcer appeared hyperaemic; the folds were not so broad 
and were less stiff; oedema, such as surrounds the simple 
peptic ulcer, was not observed in these cases. Erosions 
were often seen at the lesser curve, and occasionally were 
the source of profuse haemorrhage. Treatment with 
arsphenamine produced considerable improvement, 
even after 1-5 to 2 g. had been given. Increased 
acidity was a striking feature. In 3 patients treatment 
had to be interrupted when a profuse haemorrhage 
necessitated operation. The ulcers were situated in the 
antrum in all 3 cases; they were shallow and had a hard 
smooth base and irregular edges. Surrounding the 
ulcers were several erosions which had previously been 
detected by gastroscopy. Histologically the submucosa 
was thickened by granulation tissue, and the infiltration 
spread both into the muscularis and the mucosa. There 
were numerous lymphocytes and plasma cells in the peri- 
vascular spaces, and the vessels, particularly the veins, 
showed marked thickening of the intima. Apart from 
these 3 patients, no evidence of ulcer was present radio- 
logically or gastroscopically after the conclusion of the 
specific treatment. Vilma Samet 


2180. The Occurrence of Gastric Neoplasms in Youth 
M. Bock, A. H. Griep, and H. M. PoLLaRD. American 
Journal of the Medical Sciences [Amer. J. med. Sci.} 
215, 398-404, April, 1948. 6 figs., 6 refs. 


At the University of Michigan Hospital 1,913 cases of 
gastric neoplasm were seen between 1925 and 1945. Of 
73 patients below the age of 31 with gastric lesions 50 
had benign ulcer, 2 lymphoblastoma, | a syphilitic lesion, 
and 20 carcinoma. The youngest patient with carcinoma 


Disorders 


was aged 16; 5 patients had free acid in the test meal. 
Of the 20 with carcinoma pain not quite typical of ulcer 
was present in 17, and 5 had haematemeses, in 3 cases 
as the first symptom. In 9 cases a mass was felt and in 
17 metastases were present; 16 patients had lost weight 
and 10 were anaemic. The delay in diagnosis after onset 
of symptoms averaged 11-4 months, and the duration of 
life 17-4 months. It is concluded that gastric lesions are 
rare below the age of 31, but that when one is found 
there is a 3 to 10 chance that it is malignant. [This is an 
important observation; Joll’s experience led him to the 
same conclusion. W. A. Bourne 


2181. On the Effect of Some Common Gastric Drugs on 
the Motility of the Stomach. [In English] 

P. BRUMMER and A. BUNDUL. Acta Medica Scandinavica 
[Acta med. scand.] 130, 559-574, 1948. 20 refs. 


The authors believe that gastric distress is frequently 
due to disturbed motility of the stomach. They record 
their observations on the radiological appearances in 
137 patients before and after the administration of various 
drugs by mouth. Atropine sulphate 0-5 g. diminished 
peristalsis in 27 out of 40 patients but had no effect 
on tone. Papaverine hydrochloride in 0-1 g. doses 
diminished peristalsis and tone in the duodenal bulb so 
that the contents of the latter returned to the stomach 
when pressure was applied at the time of examination. 
Sodium bicarbonate (10 out of 10 cases) and sodium 
barbitone (22 out of 41 cases) increased peristalsis. 
Calcium carbonate appeared to have no effect in the 
presence of achlorhydria. Hydrochloric acid, mag- 
nesium carbonate, and magnesium oxide exert a greater 
effect on duodenal motility. The relief which these 
drugs afford in gastric disturbance is due to their action 
on motility and not to a chemical neutralization. 

E. T. Ruston 


2182. . Carcinoma in Chronic Gastric Ulcer: Results of 
~Pathological Examination of 1,720 Resected Stomachs. 
(Ober das Carcinom im chronischen Magengeschwiir. 
Ergebnisse der pathologisch-histologischen Untersuchun- 
gen an 1720 resezierten Magen) 

M. HorrMANN. Archiv fiir Klinische Chirurgie [Arch. 
klin. Chir.) 260, 570-578, March 31, 1948. 1 fig., 
15 refs. 


The author analysed 1,720 specimens of resected 
stomachs in order to obtain an idea of the frequency of 
malignant changes in chronic simple gastric ulcers. He 
applied the strict criteria of Hauser to his material. A 
lesion is considered to have been primarily a simple ulcer 
if it is round or oval, and has a sharply defined margin 
and a funnel shape with radiating folds. Microscopically 
there must be a rolled edge, with scarring at the base. 
The carcinomatous changes should be confined to the 
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margin. In addition the author stresses the importance 
of a long clinical history. 

When these standards were applied 62 cases of ulcer- 
cancer were found. These constituted 6:6% of the 941 
ulcers and 8% of the 779 carcinomata. There were a 
further 34 likely cases, but as these did not strictly comply 
with all the rules they were not included. The author 
therefore regards his values as the lowest possible for his 
series. Of the 62 cases 39 occurred in men and 23 in 
women: 27 were solid carcinomata, 25 adenocarcino- 
mata, 5 were mixed, and 5 unclassified. The author 
quotes several other opinions on this subject from the 
German literature. Some authors deny the occurrence 
of malignant changes in simple ulcers altogether. This 
the author attributes to the small number of cases analysed 
by them. While refuting the idea that simple gastric 
ulcer is a pre-cancerous condition the author looks upon 
it as fertile ground for the development of malignant 
changes in a stomach with a carcinomatous diathesis. 

R. Schneider 


2183. Reflux of Biliary, Pancreatic and Duodenal Secre- 
tions in Gastric Physiology and Pathology. (Le reflux des 
sécrétions alcalines duodéno-pancréatico-biliaires en 
physio-pathologie gastrique) 

A. LAMBLING and J. R. Gosset. Archives des Maladies 
de l’ Appareil Digestif [Arch. Mal. Appar. dig.| 37, 165- 
180, March-April, 1948. 16 figs., 20 refs. 


The authors examined the effect of duodenal regurgita- 
tion on the histamine test. After the resting juice had 
been aspirated and another specimen taken, representing 
the response to the stimulus of introducing the tube, 
0-5 mg. of histamine was injected. During the first 
hour specimens were withdrawn every 15 minutes, and 
during the second hour every 20 minutes. Regurgitation 
was independent of any nausea experienced during the 
test, and independent of the nature of the stimulating 
agent. Repeated tests are necessary before any 
pathological significance is attributed to abnormal 
findings. 

So far as the physico-chemical effects are concerned, 
there are three possibilities: (1) The total acid curve 
is little altered, but the free acid curve remains low. The 
excessive difference between the two curves indicates 
the introduction of buffer substances by the reflux. This 
increase may be three to four times the normal. (2) Re- 
gurgitation occurs with a sudden drop both in total and 
free acidity. There is a rapid return to the previous 
level after the regurgitation has subsided. A moderate 
increase in buffer substances may also occur in such 
cases. (3) The regurgitation does not seem to modify 
the acid curve materially. Some specimens are dis- 
coloured. The findings are inconsistent. A_ slight 
increase in buffer substances may occur. 

The explanation of the first type is obvious. The 
explanation of the third type is also simple. The authors 
suggest that in such cases the regurgitant fluid is rich in 
pigment, but too weak in buffer substances to cause a 
significant change. The interesting type is the second 
one. The authors put forward the theory that here some 
constituent of the duodenal juice causes superficial irrita- 
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tion of the gastric mucosa, and that this irritation by 
means of a nervous reflex inhibits the function of the 
glandular cells. Such irritating factors might be the bile 
salts, trypsin, or the alkalinity of the regurgitating fluid, 
The authors, however, do not think that such a mechanism 
in itself is a complete explanation. In addition they 
assume a sensitization of the gastric mucosa to the 
duodenal content. In favour of such an assumption is 
the fact that in patients who have responded to treatment 
a recurrence of regurgitation will alter the gastric 
chemistry only after a time interval of several months. As 
an alternative theory the authors suggest that the reflux 
might be coincident with the formation of large quantities 
of enterogastrone. However, the rapidity with which the 
changes occur is more suggestive of a nervous reflex than 
that of an endocrine mechanism. 

Apart from these immediate effects there is a late one. 
The reflux in due course leads to a chronic gastritis with 
progressive diminution of gastric acidity and eventually 
to complete achlorhydria. Clinically, there is a latent 
type which seems to occur frequently in diabetics, and a 
manifest type in which symptoms and chemical changes. 
run parallel and fluctuating courses. According to the 
authors the cause of the reflux is a duodeno-pyloric 
dystonia often secondary to intestinal disease such 
as chronic appendicitis, colitis, or common constipation. 
It may also have a purely neuro-vegetative origin and 
occurs frequently in the emotionally unstable. Here it 
represents the mechanism by which a purely nervous 
dyspepsia may produce organic changes. R. Schneider 


2184. The Bones in Chronic Diarrhoea. (Lé trophisme 
osseux dans les états diarrhéiques chroniques) 

C. B. Upaonpo and M. R. Castex. Archives des 
Maladies de l Appareil Digestif [Arch. Mal. Appar. dig.] 
37, 181-183, March-April, 1948. 


The authors have investigated the bones in 40 cases of 
diarrhoea of various origin. The list of primary diseases 
includes thyrotoxicosis, amoebic colitis, steatorrhoea, 
chronic entero-colitis, irritable colon, chronic ulcerative 
colitis, and tuberculous entero-colitis. Decalcification 
was frequently found in both sexes, and was present in 
82% of the cases studied. [As regards the influence of 
age, there are several contradictory statements which 
make it difficult to judge the authors’ opinion.] No cor- 
relation was found between either the nature of the 
primary disease or the duration of the diarrhoea and the 
degree of halisteresis. In 28 patients the blood levels of 
calcium, inorganic phosphorus, and alkaline phosphatase 
were estimated; in 3 cases there were no changes. The 
remaining 25 cases were classified under 4 headings: 
(1) osteomalacia and rickets; (2) primary nutritional 
deficiency; (3) hyperparathyroidism; (4) thyrotoxicosis, 
liver disease, and chronic leukaemias. The authors are 
of the opinion that the intestinal disease is the primary 
factor which initiates the changes of metabolism, and in 
consequence also of bone formation, but that the con- 
stitutional abnormality, or, as they call it, the paratype 
of the individual determines the type of metabolic change. 

R. Schneider 
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2185. Some Peculiarities of the Clinical Course of Acute 
Dysentery. (Hexotoptie oco6eHHocTH 
TeyeHHA OCTPOH 

V. V. StavsKAYA, Z. I. Sosnovic, and B. N. Popov. 
Meguunna [Klin. Med.] 26, No. 2, 51-58, 
1948. 


During the last 10 years dysentery has become less 
severe and less fatal. Investigations were made on 
patients in Leningrad in 1943-5. All the patients were 
examined according to the same plan. Great attention 
was paid to the macroscopic appearance of the stool. 
Bacterial examinations were carried out at least 3 times 
in each case. Most patients had a proctoscopy on the 


fifteenth to twentieth day. Altogether 548 patients, 


aged 21 to 45, were investigated. Women predominated, 
but this may be due to a reduction in male population 
during the war. In 1943, 56-8% of patients suffering 
with dysentery had been immunized in that year. Most 
of the patients were treated in hospital. The ambulatory 
patients were treated by bacteriophage and sulphon- 
amides. In 1943, the general state of nutrition was very 
low. Five patients suffered from alimentary dystrophy 
of second or third degree. In 1944-5 the general condi- 
tion was much better. Results of bacteriological 
examinations are shown below. 


| Types in Percentages 


No. of Bacterio- 


No. of logically Proved 
Cases 


Patients 


New Types 
Newcastle 


58 (45-3%) 
188 (65%) 
77 (588%) 


6-6 


Nw 


131 


1945 | 


The 1943-5 epidemic was not very severe, only 
47 (7:7%) patients were seriously ill; 92-4% had fever. 
In 64-8% of cases the number of stools did not exceed 
3a day; only in 0-9% did it reach 13 to 18 a day. The 
stool in most cases remained faecal; mucus was present 
in all cases and blood in 69-2% of patients. 

In most cases the condition was a left-sided colitis. 
Only 29-9% of patients had involvement of the whole 
large intestine. Of the 41-5% of patients who under- 
went proctoscopy a third had ulcers and erosions, 37-5% 
had inflammation of the mucous membrane of the large 
intestine, and 4-1% had a fibrinous or muco-purulent 
exudate. On the eighteenth to twentieth day, in 16-9% 
of patients no changes were seen in the mucous mem- 
brane of the large intestine. 

The general symptoms in the different forms of dysen- 
tery were more or less the same ; Flexner and Schmitz 
infections being more severe. In 1943 there were 4 
deaths; in 1944-5 there were none. In 1943 the disease 
lasted much longer, probably because of lower resistance 
and poorer nutrition. In 1945 only 2 patients had 
complications, as against 15 in 1943. Three developed 

“ toxic poliomyelitis ”’ (Venderovich, 1942), and died. 
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In 12 elderly women a disturbance of intestinal motor 
function, resembling partial obstruction, developed and 
1 died. In pre-war days, dyschezia was unknown in 
connection with dysentery. In 1943 it appeared in 
patients suffering from alimentary dystrophy, which 
caused changes in the whole organism and its reaction 
to the dysentery infection. Very probably it was also 
the cause of the poliomyelitis. T. Guercken 


2186. The Blood and Bone Marrow in the Sprue Syn- 
drome. A Study of 63 Cases 

E. M. Innes. Edinburgh Medical Journal (Edinb. ond J.) 
55, 282-292, May, 1948. 19 refs. 


Previous work on the haematology of the sprue syn- 
drome is briefly reviewed. The author then reports her 
own observations in 17 patients with tropical sprue, 
27 with idiopathic steatorrhoea, and 19 children with 
coeliac disease. Of the 17 patients who had tropical 
sprue more than half were receiving enough liver extract 
to keep pernicious anaemia in remission; in spite of this, 
macrocytosis was present in 13 out of 16 cases. How- 
ever, severe anaemia was rare, and this may have been 
associated with liver treatment. There was no correla- 
tion between the type of anaemia and the severity of 
diarrhoea. In the 27 patients with idiopathic (non- 
tropical) steatorrhoea the incidence of anaemia was higher 
and the degree more severe than in the patients with 
tropical sprue, and again macrocytosis was the rule. 
In many cases there were considerable numbers of target 
cells; these do not appear to have been found in the 
tropical cases. In this group also macrocytosis was often 
present although liver extract was being given. In 
coeliac disease, by contrast, the anaemia was typically 
hypochromic and microcytic; it was refractory to iron 
by the mouth, although in 1 patient the response to iron 
given intravenously was excellent. Target cells were 
often seen. Besides the difference in the type of anaemia, 
the sex incidence, the author suggests, does not support 
the theory that coeliac disease is a precursor of idiopathic 
steatorrhoea in adult life; in the author’s series, coeliac 
disease was more common in females, idiopathic steator- 
rhoea in males. [It should be mentioned, however, 
that larger series of cases of idiopathic steatorrhoea do 
not show a similar preponderance of male patients.] 
Sternal marrow smears in 18 of the adult patients were 
mainly megaloblastic, or “ intermediate”, in type, but 
normoblastic marrow was recorded in 4 patients. In 
2 of the children with coeliac disease the marrow was 
actively normoblastic; no other sternal punctures were 
carried out in this group. 

The failure of liver treatment completely to control 
the anaemia is stressed; in some cases folic acid has 
improved a liver-refractory anaemia, in other cases not. 
The most urgent problems remaining to be solved are 
defined as: (1) the nature of the factor required for the 
complete restoration of normal erythropoiesis in cases of 
sprue partially refractory to liver extract and to folic 
acid, and (2) the mechanism underlying the failure of the 
hypochromic anaemia of coeliac disease to respond to 
iron. D. A. K. Black 
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2187. Studies of Urinary Excretion of Methionine by 
Normals and by Patients having Liver Disease 

J. E. WHEELER and P. Gy6rGy. American Journal of 
the Medical Sciences [Amer. J. med. Sci.| 215, 267-272, 
March, 1948. 1 fig., 11 refs. 


The urinary excretion of methionine was estimated 
after a single large test dose in patients with proved liver 
damage and in normal controls. The abnormal group 
included 4 adults, 3 of whom had portal cirrhosis and 
1 toxic hepatitis, and 7 children with the diagnosis of 
virus hepatitis. Controls of similar age and weight were 
kept on comparable diets. d/-Methionine was given in 
tablet form to the adults, and in aqueous solution to the 
children. A single large dose of 5 g. was given to the 
adults, and 3 g. to the children. The urine was collected 
for 24 hours before, and for 3 succeeding periods of 
24 hours after, the test dose. Methionine was estimated 
in the urine by the microbiologic assay method of Dunn 
[for details of which the original should be consulted]. 
A transient rise in the urinary excretion of methionine 
occurred in the first 24 hours, but the total amount 
excreted represented only approximately 10°, of the dose 
given. 

The only difference noted between the patients with 
liver damage and the controls was a slight prolongation 
of the high methionine levels in the adults suffering from 
moderately severe hepatic disease. It thus appears that 
methionine is well utilized by patients with mild or 
moderately severe hepatic disease. K. Black 


2188. Variations in the Serum Proteins in Liver Diseases 
with Special Reference to their Diagnostic Significance. 
[In English} 

H. A. SALVESEN and O. LODGEN. Acta Medica Scan- 
dinavica [Acta med. scand.] 130, 525-558, 1948. 23 refs. 


A detailed analysis is given of the results of blood 
examination in 148 cases of disease of the liver or biliary 
tract. The investigations included estimation of total 
protein, albumin, globulin, albumin-globulin ratio, 
icterus index, Takata and formol gel reactions, erythro- 
cyte sedimentation rate, and phosphatase. The results 
illustrate the value of the finding of a low albumin-globulin 
ratio (below 0-8) in the differential diagnosis of a long- 
standing jaundice. A fallin this ratio is a better indica- 
tion of liver damage than the result of the Takata test, 
and is progressive with the development of cirrhosis. 

E. T. Ruston 


2189. On the Significance of Ascites in the Prognosis of 
Liver Cirrhosis. [In English] 

M. HIRVONEN. Annales Medicinae Internae Fenniae 
[Ann. Med. intern. fenn.| 37, 37-48, 1948. 10 refs. 


This study is based on 15 cases of cirrhosis of liver 
complicated by ascites; 4 patients were discharged from 
hospital in an improved condition, but in 2 of them 
ascites continued. 

These and a number of similar cases collected from the 
literature indicate that the prognosis in liver cirrhosis— 
irrespective of the aetiology—must not be considered 
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poor even if the patient has ascites. No definite con- 
clusions can, however, be drawn from the author’s cases 
as the follow-up period was too short. H. Herlinger 


2190. Pancreatic Calculi 

D. Court and N. M. MATHESON. Gastroenterology 
[Gastroenterology] 10, 848-858, May, 1948. 7 figs., 
15 refs. 


Three cases of pancreatic calculi are reported from the 
Ashford County Hospital, Middlesex, England. Al- 
together some 250 such cases have been reported to date. 
The authors discuss the pathology, symptomatology, and 
treatment of the condition. 

The stones are composed chiefly of calcium carbonate 
and tribasic calcium phosphate. Usually there are 
multiple discrete stones in the larger ducts, but in a few 
cases a diffuse parenchymatous calcinosis occurs. The 
cause of this condition, which is almost certainly the 
result of an antecedent chronic pancreatitis, is obscure. 
It may develop at any age, but males in the fourth decade 
are most often attacked. Epigastric pain is the com- 
monest symptom and may be severe. Diabetes occurs 
in 10 to 40% of cases. Diarrhoea may be present, 
sometimes with steatorrhoea as well. Hepatic enlarge- 
ment is an occasional feature, and may perhaps be due 
to absence of lipocaic. One of the authors’ patients had 
bilateral parotid enlargement, which is interesting in 
view of the structural similarity between the parotids and 
the pancreas. The calculi show up clearly in front of the 
vertebral column when a straight radiograph is taken of 
the abdomen. 

The stones should be removed surgically whenever 
possible, and cure is probable unless pancreatic damage 
has been severe and is irreversible. Lipocaic should be 
given when there is hepatic enlargement, and ephedrine 
in attacks of pain, for it reduces the volume of pancreatic 
juice. John R. Forbes 


2191. Diagnosis and Present-day Treatment of Pneumo- : 


coccal Peritonitis. (Le diagnostic et le traitement actuel 
de la péritonite pneumococcique) 
G. T6ORGK. Annales Paediatrici [Ann. paediatr., Basel] 
170, 263-279, May, 1948. 9 refs. 


This paper emphasizes the fact that although pneumo- 
coccal peritonitis is relatively rare in Britain and the 
Nordic countries, it was common among the poorer 
population of Central Europe after the war. All the 
cases cited occurred in girls, and the possibility of a 
vaginal portal of entrance is discussed. [The enormous 
preponderance of females over males would appear to 
suggest an anatomical explanation.] The clinical picture 
is well described and the value of estimations of the blood 
sedimentation rate in doubtful cases is stressed. Peni- 
cillin is the treatment of choice, and if this is given early 
surgery is not usually required. Patrick Mallam 

{Experimental findings by McCartney (J. Path. 
Bact., 1923, 26, 507) showed that the infection was 
transmitted to the peritoneal cavity by the vagina.— 
Editor.] 
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2192. The Neutral Steroids of Human Urine: The Signifi- 
cance of the Various Steroid Fractions Excreted in Urine 
S. L. Tompsett and E. G. OastLer. Glasgow Medical 
Journal [Glasg. med. J.| 29, 133-156, May, 1948. 33 refs. 


The total daily urinary excretion of the following 
steroids was estimated in a variety of cases: (1) 17- 
ketosteroids; (2) free reducing ketosteroids (corti- 
costeroids); (3) pregnanediol; (4) total ketones of the 
neutral steroids; (5) non-ketones (alcohols) of the 
neutral steroids; (6) half-succinate esters of the non- 
ketonic fraction of the neutral steroids. 

The cases investigated included 9 normal males, 7 males 
with various medical abnormalities, 3 normal females, 
42 females with various medical abnormalities, and 6 
surgical cases. The daily output of total neutral steroids 
in normal males ranged from 20-4 mg. to 41-2 mg. No 
significant variation was found in the male medical cases, 
with the exception of one case of malignant hypertension. 
In this case the total neutral steroids rose from 16-3 mg. 
to 30-4 mg. during a severe attack. This rise was mainly 
confined to the non-ketonic fraction, which rose from 
9:3 mg. to 21-3 mg. The daily output of total neutral 
steroids in the 3 normal females ranged from 15-6 mg. 
to 33-2 mg. Three cases of Simmonds’s disease showed a 
very low excretion of total neutral steroids (3-8, 3-9, and 
5-1 mg.). The 17-ketosteroids were very low. In one 
case of Cushing’s syndrome there was a high total neutral 
steroid excretion (80 mg.), all fractions being increased. 
A case of adrenogenital syndrome had a total excretion of 
110 mg., but the increase was mainly confined to the 
17-ketosteroids. In all the surgical cases there was a rise 
in total neutral steroid excretion immediately after 
operation. The non-ketone fraction was mainly respon- 
sible for this. ‘The authors also studied 5 women in the 
ninth month of pregnancy. The ratio of total ketones to 
17-ketosteroids was much higher than in most other 
groups, except the ‘surgical ones. The excretion of 
17-ketosteroid was within normal limits, but the total 
neutral steroids were raised (range 53-6 to 193-2 mg.). 
It is suggested that the rise in total ketones is mainly due 
to 20-ketosteroids (pregnanolones) and that the cata- 
bolism of progesterone is through these. 

A table of formulae and detailed methods of extraction 
and estimation of various fractions are given in two 
appendices. R. Barer 


2193. Kidney Function in Adrenal Insufficiency 

C. WATERHOUSE and E. H. KEUTMANN. Journal of 
Clinical Investigation [J. clin. Invest.] 27, 372-379, May, 
1948. 1 fig., 31 refs. 


Nine patients with Addison’s disease and 4 with 
Pituitary insufficiency were examined for renal efficiency. 
The glomerular filtration rate was measured by the 
mannitol clearance, and the effective renal plasma flow 
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and maximum tubular excretory capacity were deter- 
mined from the para-aminohippuric acid clearance. 
The rate of glomerular filtration was below normal in 
all patients at all times. Treatment with testosterone 
propionate and aqueous adrenal cortical extract caused 
little if any improvement. The maximum tubular excre- 
tory capacity showed marked variations. It was low in 
all 7 female patients and in the 2 male patients with 
hypertension, but was normal in the other 4 male patients. 
Treatment with testosterone propionate, aqueous adrenal 
cortical extract, or thyroid extract caused no significant 
change. The effective renal plasma flow was below 
normal except in 2 patients with severe anaemia in whom 
it was within the lower range ofnormal. A. C. Crooke 


2194. The Parathyroid: A Study Based, in Part, on 
Sixty Post-mortem Examinations with Presentation of a 
Case of Hyperfunctioning Adenoma 

H. U. STEPHENSON and W. L. MCNAMARA. American 
Journal of the Medical Sciences [Amer. J. med. Sci.| 215, 
381-397, April, 1948. 17 figs., 46 refs. 


A review of the functions, dysfunctions, embryology, 
and anatomy of the parathyroid glands is accompanied 
by reports on the glands at necropsy in 60 apparently 
unselected cases, and a description of a case of osteitis 
fibrosa cystica. The inferior glands, which have to 
travel further caudally than the superior in development, 
are more variable in position. The colour varies from 
pink, through putty-tan, to greyish-yellow or brown, and 
does not always suffice to distinguish the gland from 
thyroid, lymphatic, fatty, or thymic tissue. Histo- 
logically, cords or masses of cells are comprised mainly 
of chief cells with scanty eosinophilic cytoplasm, which 
may occasionally be completely absent in the “* water- 
clear ” cells, more sharply outlined and larger than the - 
chief cells. Islands of oxyphil cells with uniform red- 
dish-pink cytoplasm completely filling them lie usually 
close to the capsule or stroma. Disease of the glands is 
divided into primary and secondary dysfunction and 
neoplasm. Primary hyperplasia has been reported in 
26 cases in the literature since 1934, due in each case to 
uniform transformation of cells into the water-clear type. 
Primary atrophy is equally uncommon. Secondary 
change follows chronic renal insufficiency with phosphate 
retention, or pathological diminution of calcium in the 
bones from various causes, or trauma. By 1946, reports 
of neoplasms numbered 337. One gland is usually 
involved (two glands in 8%) and chief-cell adenomata 
are frequent. Malignant change is rare. The effects of 
hyperparathyroidism—changes in the blood (diminished 
neuromuscular activity), urinary tract (increased loss of 
calcium, phosphorus, and fluid with calcium deposition), 
and skeleton—may have existed for years before the 
diagnosis is usually made. Any benign giant-cell tumour 
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of bone may indicate hyperparathyroidism. The essen- 
tial point in diagnosis is to distinguish primary from 
secondary overaction, and for this distinction repeated 
determinations of serum calcium and phosphorus, 
serum proteins, non-protein nitrogen, carbon dioxide 
combining power, and serum alkaline phosphatase, if 
there are bone lesions, are recommended. Differentia- 
tion of primary renal insufficiency with compensatory 
parathyroid overaction from a primary parathyroid 
lesion with a secondary renal lesion is difficult but 
important, as the latter is an indication for operation. 
Four cases are dealt with in detail. In the first there was 
arthritis deformans [osteo-arthritis] of at least 9 years’ 
standing with renal calculi, damaged kidneys, and osteo- 
porosis; water-clear cells were the only constituents of 
the one parathyroid gland which was discovered. In 
2 other cases there were respectively changes due to 
carcinomatous invasion and irradiation, and an oxyphil 
adenoma without evidence of hyperparathyroidism. 
In the fourth case advanced bone changes and calcifica- 
tion of lungs and kidneys were associated with a para- 
thyroid adenoma composed largely of chief cells with 
islands of pale oxyphil cells. This patient survived opera- 
tion for 15 days, the serum calcium level falling, but death 
occurring from an unexplained cause. W. A. Bourne 


2195. X-substances Augmenting the Effect of Testo- 
sterone upon Male Sex Accessories of Rats. [In English] 
E. DinNGEMANSE, J. FREUD, and J. J. PoLak. Archives 
Internationales de Pharmacodynamie et de Thérapie [Arch. 
int. Pharmacodyn.| 76, 44-62, March, 1948. 13 refs. 


In 1935 to 1938, the authors reported on the occurrence 
of substances in the saponifiable fraction of testicular 
extracts which augmented the masculinizing properties 
of androgens. These substances, which they called X- 
substances, were found to enhance the effect of androgens 
on the growth of the accessory organs of reproduction 
of castrated male rats when the saponifiable X-fraction 
was added to the unsaponifiable steroid fraction. When 
pure steroids were used this augmenting or X-effect 
could be obtained only with androgens having a hydroxyl 
group in the 17 position.. Subsequently it was found 
that the propionic or acetic esters of testosterone had the 
same augmented action in rats. Yet in this species none 
of the lower fatty acids when unesterified could replace 
the X-substance or X-substances in a mixture with testo- 
sterone. In other species, however, such as mice, 
guinea-pigs, and macaque monkeys the X-substance 
mixture was much less effective than the low fatty acid 
esters. 

From a series of experimencs repoited in this paper the 
authors conclude that the X-substances are probably 
highly unsaturated fatty acids with a molecular weight 
above 300, higher than that of oleic, linolenic, and 
palmitic acids. The experiments proved that acid 
sodium palmitate is not an X-substance as suggested by 
others. The exact chemical nature of the X-substances 
is still unknown. 

It is suggested that their effect may be due to a delay 
in absorption from the site of injection or to a physical or 
chemical combination of the X-substance with the male 
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hormone after the injection. This combination may find 
an especially favourable medium in the subcutaneous 
tissues of the rat; the result of this combination may bea 
greater stability of the active material in body fluids, a 
greater resistance to inactivation by the liver, an enhanced 
selectivity for the accessory organs of reproduction on 
which the male hormones act, or a combination of several 
of these factors. Testosterone gives this X-effect eithér 
when esterified with low fatty acids or when mixed with 
the X-fraction. X-substances alone are inert. 
B. L. Frank 


2196. Serum Cholinesterase and the Sex Glands, 
(Cholinestérase sérique et glandes sexuelles) 

A. D. HERSCHBERG, E. FROMMEL, and J. PIQUET. An- 
nales d’Endocrinologie [Ann. Endocrinol., Paris] 9, 117- 
130, 1948. 26 refs. 


The effect of sex hormones on the activity of serum 
cholinesterase—that is, pseudo-cholinesterase—in vitro in 
guinea-pigs and in man has been studied. The addition 
of oestradiol to horse and human serum in vitro produced 
a fall in cholinesterase values. Five to 7 injections 
of 0-5, 1-0, or 1-5 mg. of testosterone per kilo raised the 
cholinesterase levels of castrated, but not of intact, male 
guinea-pigs. Similar injections of oestradiol and pro- 
gesterone increased the enzyme levels of both intact and 
castrated female guinea-pigs. Clinical studies on patients 
in different endocrine states showed that an excess of 
oestrogens and androgens was associated with a high 
serum-cholinesterase level and a deficiency with a low 
enzyme level. However, since the cholinesterase values 
did not always change after clinical recovery, the values 
could not be used for diagnostic purposes. The vaso- 
dilator action of oestradiol is believed to be due to local 
overproduction of acetylcholine. The oestrone receptors 
are indicated by the presence of pseudo-cholinesterase in 
their tissues and by increased production of acetylcholine. 

J. E. Page 


2197. Urinary Elimination of Synthetic Oestrogens and 
Stilboestrol Glucuronide in Animals 

A. E. W. SmitH and P. C. Wititams. Biochemical 
Journal [Biochem. J.] 42, 253-257, 1948. 8 refs. 


Clinical experience has shown that oestrogen treatment 
of carcinoma of the prostate fails after a varying lapse of 
time in some cases, and this suggests the possibility that 
continued administration may result in some bodily 
adaptation, involving an altered metabolism of the drug. 
Hence it was thought worth while to study the meta- 
bolism of synthetic oestrogens in patients and animals. 
Theurinary excretion of oestrogen after the administration 
of stilboestrol, hexoestrol, dienoestrol, and stilboestrol 
glucuronide was examined in the rabbit and cat. In the 
rabbit, about 35°%% of the administered oestrogen can be 
accounted for in the urine; in the cat the amount 
recovered is much less. A possible reason for this 
difference appeared to be that the rabbit has an alkaline 
urine whereas that of the cat is strongly acid. However, 
when rabbits were given a diet that produced an acid 
urine the results were similar to those obtained in rabbits 
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on anormal diet. The chief metabolic products excreted 
by the rabbit are the monoglucuronides, but these 
substances are metabolized further to inactive products. 
A striking fact revealed in the experiments is that elimina- 
tion of high. doses of oestrogens is very rapid in spite of 
the fact that oily solutions were used and the oil remained 
unabsorbed as long as six weeks later. Doreen Daley 


2198. Diabetes Insipidus Due to Sphenoidal Sinusitis. 
Report of a Case 

K. P. Batt and A. C. THACKRAY. Lancet [Lancet] 1, 
637-639, April 24, 1948. 2 figs., 6 refs. 


A woman, aged 31, previously well, was taken ill with 
headache, nasal discharge, epistaxis, thirst, and frequency 
of micturition. When examined 6 weeks later there were 
bilateral nasal obstruction and middle-ear deafness, and 
she was passing 9 to 15 litres of urine daily. The Wasser- 
mann reaction was negative, and the cerebrospinal fluid 
was normal, but x-ray examination showed pansinusitis. 
Daily intramuscular injection of 1 ml. of pitressin tannate 
in oil diminished the urinary output to 3 to 6 litres daily. 
Antral puncture revealed pus. She died after 18 months 
with symptoms of nephritis. 

Post-mortem examination revealed septic broncho- 
pneumonia and nephritis. All the air sinuses were 
diseased, and the inflammation in the wall of the 
sphenoidal sinuses had extended into the pituitary fossa, 
where the fibrous tissue had caused destruction of most of 
the posterior lobe of the pituitary gland, which pre- 
sumably had led to the diabetes insipidus. Only one 
other similar case has been recorded. Zachary Cope 


2199. Experimental Investigation into the Genesis of the 
Adrenogenital Syndromes by Analysis of the Morphology 
of the Pituitary in Hyper- and Hypofunction of the 
Adrenal Cortex in Rats. ' [In English] 

_ J. MELLGREN. Acta Pathologica et Microbiologica 
Scandinavica [Acta path. microbiol. scand.| 25, 284-307, 
1948. 12 figs., bibliography. 


The author claims that Cushing’s syndrome, certain 
forms of virilism, and Morgagni’s syndrome are all mani- 
festations of the adrenogenital syndrome and he suggests 
that hypertrophy of the prostate is also associated with 
hyperfunction of the adrenal cortex. He states that all 
these diseases are characterized by certain histological 
changes in the anterior lobe of the pituitary gland, 
notably an increased number of Crooke’s hyaline baso- 
phil, hypertrophic amphophil, and sparsely granulated 
basophil cells. These pituitary changes may be asso- 
ciated with hyperplasia, adenoma, or carcinoma of the 
adrenal cortex. In the present paper he describes 
experiments designed to show whether the pituitary 
changes are primary or are secondary to the changes in 
the adrenal cortex. 

Eighteen normal male rats were treated: for 30 to 104 
days with active corticotrophic hormone. The body 
weight and the weight of the adrenal glands increased. 
In the anterior pituitary gland there was pyknosis and 
probably a reduction in number of basophil cells, a 
reduction in number of chromophobe cells, and an 
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increase in number of acidophil cells. No hyaline 
basophil cells were found. This is taken to indicate 
reduced basophil activity. Thirty other male rats under- 
went adrenalectomy, and were kept alive for 10 to 86 days 
with inadequate and decreasing doses of desoxycorti- 
costerone. After about a month the thyroid, prostate, 
and seminal vesicles were atrophied. The weight of the 
pituitary gland increased at first and then fell. Histo- 
logically, there were an increasing number of hyper- 
trophic amphophil and hyaline basophil cells, some very 
like Crooke’s hyaline basophil cells in the human sub- 
ject. There was an increased number of chromophobe 
and a decreased number of total chromophil cells. These 
changes are taken to indicate an increased production of 
corticotrophic hormone by the anterior pituitary gland. 
It is concluded that the pituitary changes found in the 
adrenogenital syndrome are primary and not secondary 
to the adrenal changes. A. C. Crooke 


2200. Morphological and Functional Comparison of 
Anti-thyroid Substances. (Morfologické a funkciondlni 
srovnani nékterych latek s antithyreoidalnim uéinem) 

H. RaSkovd. Casopis Lékati Ceskych (Cas. Lék. ées.] 
87, 527-530, April 30, 1948. 2 figs., 10 refs. 


Groups of 7 male rats were fed for a period of 24 
days with: (a) thiouracil; (6) 4-methyl-2-thiouracil; (c) 
propylthiouracil, and (d) N-methyl-N}-diethylthiourea. 
The basal metabolic rate (B.M.R.) was estimated before 
and at the end of the experiment in a modified apparatus 
of Junkmann and Hecht. The results showed that the 


weight of the thyroid gland and the extent of histological 
changes did not run parallel with the basal metabolic 
rate in all cases. The period of 24 days was too short to 
show any marked decrease in the B.M.R. in rats given (a) 
and (d), but sufficient to cause a significant fall in rats 
given (6) and (c). The values for (6) and (c) did not 
differ much. The author recommends methylthiouracil 


in preference to thiouracil. J. Ungar 


2201. On the Biological Activity of Iodinated Proteins 
and Thiourea. [In English] 

P. FoRMUNE. Acta Medica Scandinavica [Acta med. 
scand.] 130, 107-115, 1948. 13 refs. 


By the iodination of casein thyroxine was formed in 
vitro. To demonstrate this the protein was hydrolysed, 
the acid-insoluble fraction dissolved in normal sodium 
hydroxide solution, and the thyroxine fraction isolated 
with butyl alcohol. Previous addition of thiourea 
was found to inhibit the formation of thyroxine. 
Thyroxine was tested both chemically and biologically 
by its action in the metamorphosis of tadpoles. Iodine 
added as sodium iodide had no influence on the rate of 
tadpole metamorphosis. Thiourea does not modify the 
action of preformed thyroxine, and thiourea in a con- 
centration of 1 in 10,000 caused an increased rate of 
metamorphosis. ‘E. F. McCarthy 


See also Section Hygiene and Public Health, Abstract 
1947. 
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2202. Riboflavin in Skin Diseases. (Butamux B, 
sa6onepaHHAXx 

A. V. DrosinTseEvA and A. M. PLOTNITSKAYA. BectHuk 
Bexeponoruu u [lepmatonorun [Vestn. Vener. Derm.] 
No. 2, 19-24, March-April, 1948. 2 figs. 


Little is known of the disturbances of riboflavin and 
nicotinic acid metabolism in the aetiology of skin diseases. 
Good results have been obtained in treatment of sebor- 
rhoea, sycosis, and streptococcal infections of the skin 
of the eczematous type with riboflavin. Riboflavin when 
taken internally undergoes complex changes and acquires 
the property of penetrating body cells, including those 
of the epidermis. When this vitamin is deficient, it is 
well known that the skin respiration and oxidation are 
lowered and the physiological entity of the skin disturbed. 
A syndrome consisting of dermatitis, glossitis, and 
cheilitis occurs, which disappears on treatment with 
riboflavin. Acne rosacea may be due to ariboflavinosis. 
Riboflavin is excreted in the urine. It is possible to cal- 
culate the amount in the tissues from a 24-hour sample of 
urine. This was done on a group of patients suffering 
from various skin diseases and all receiving the same 
amounts of riboflavin. 


| 


| | | Amount 


Variations 
No. Riboflavin | 
Diagnosis No.of of | in 24-hr. | 
Tests Sample of 
| Urine (yg.) | 
Lupus .. .. 65 | 240| 35 | 5-2-100 
Sycosis .. 3 9 30 | 30-34 
Eczema .. 15 45 | 34 40-59 
Seborrhoea 77 | 36-138 
Psoriasis . . > | 93 | 45-238 
Other skin diseases | 33} 100 | 12-380 
Photodermatitis.. | 5 15 | 155 113-216 
Syphilis .. -- | 10 | 20) 137 | 60-264 
Total .. 124 | 407 | — — 


The best therapeutic results are obtained in eczema, 
seborrhoea, and sycosis, and in these diseases the amount 
of riboflavin excreted in the urine is diminished. The 
amount excreted in the urine in 24 hours is different after 
an intake of 12 mg. 


Amount Amount Excretion 
Riboflavinin, Riboflavin in 24-hr. 


Diagnosis wg.in Urine afteran Sample after 
'on Ordinary Intake of Intake of 
Diet 12 mg. 12 mg. 
Lupus .. ‘i 35 1,000 | 9-0 
Eczema. . ses 34 1,037 8-5 
Seborrhoea .. 77 1,630 18-0 
Psoriasis oe | 93 | 2,625 22-0 
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It is not the absence of riboflavin from the diet which 
causes the various skin lesions, but a disturbance of 
excretion. A hyporiboflavinosis may be a pathogenic 
factor in the development of skin lesions. A definite 
relation exists between excretion of riboflavin and the 
amount of unoxidized products of metabolism. In 
patients with lupus, there is not only a low content of 
riboflavin in the urine, but also a lower content of 
nitrogen and a raised excretion of chlorides. Experi- 
ments were carried out to study the effect of increased 
protein intake on vitamin absorption. Patients with 
lupus were given 100 g. of casein during 6 days. With 
casein they were given 46 g. of protein and 500 jg. of 
riboflavin. On the fifth day, the amount of riboflavin 
in the urine was increased, this corresponding to an 
increased intake of riboflavin with casein. On the sixth 
day, the percentage riboflavin excretion and the nitrogen 
were determined after an intake of 12 mg. of this vitamin. 
A sharp change in vitamin excretion was noted, 14% of 
riboflavin being excreted when 12 mg. of vitamin and no 
extra protein were given but 36% of the vitamin being 
excreted when protein was added. This proved that an 
increase of protein intake causes better absorption of 
vitamin. During vitamin therapy it is essential to give 
the patient extra protein. T. Guercken 


2203. Dermatologic Evaluation of Yeast, Tyrothricin, 
Chlorophyll and Nitrofurazone 

H. M. JoHNSON. Archives of Dermatology and Syphilo- 
logy [Arch. Derm. Syph., Chicago] 57, 348-356, March, 
1948. 16 refs. 


The author inoculated sterile gauze dressings with 
Torulospora utilis var. major. The yeast grew as a 
whitish mould and permeated the fibres so that the gauze 
was ready for use in 48 to 72 hours if incubated at 
30° C. The gauze was kept moist with 5% dextrose or 
sucrose solution; it was cut to a convenient size and 
applied to the skin, the dressings being changed daily. 
** Scotch tape ” (an adhesive plastic tape) and wax paper 
were used to keep the dressings in place and damp. Six 
cases of impetigo contagiosa healed under this treatment 
in 5 to 10 days, 5 cases of ecthyma in 12 days, and 4 cases 
of infective eczematoid dermatitis in 10 to 15 days. 
There was only | failure in the series, in a case of infective 
eczematoid dermatitis. 

Tyrothricin ointment containing | mg. of tyrothricin 
per g. of base was used for the treatment of 24 patients. 
The preparation had no value in cases of ecthyma and 
sycosis vulgaris but was effective for superficial impetigin- 
ous lesions. 

“Chlorezium” ointment, said to contain water- 
soluble chlorophyll derivatives, was used to treat 55 
patients with pyodermia, ulcers, and contact and atopic 
eczema. After débridement all lesions were cleansed 
with detergent soaps before applying the chlorophyll. 
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The preparation was found to have good possibilities as a 
topical dressing. 

Nitrofurazone (“ furacin’’) was incorporated in a 
base consisting of “ carbowax” and glycols, and was 
used in the treatment of 75 patients suffering from pyo- 
dermia and allergic diseases of the skin. It was found to 
be an effective antibacterial preparation and the results 
closely paralleled those obtained with penicillin ointment. 

The author considers that the use of yeast is im- 
practicable and that tyrothricin ointment has little 
practical value in the treatment of “ ordinary diseases ” 
of the skin, but is enthusiastic about “ chlorezium ” and 
“ furacin *’. R. M. B. MacKenna 


2204. Myoepithelial Sweat Gland Tumor: Myoepi- 


thelioma. Report of Three Cases with a Review of the 
Literature 
W. F. Lever. Archives of Dermatology and Syphilology 


[Arch. Derm. Syph., Chicago] 57, 332-347, March, 1948. 
6 figs., 28 refs. 


The secretory portions of eccrine and apocrine sweat 
glands possess an inner layer of secretory cells and an 
outer layer of myoepithelial cells. Therefore in tumours 
which affect these portions of the glands secretory and 
myoepithelial cells are usually found, the former being 
more numerous than the latter. The author states that 
there is a group of benign sweat-gland tumours in which 
the myoepithelial cells represent the majority of the 
cellular elements. He suggests that they should be called 
“ myoepitheliomata ”’. 

The first section of the paper is concerned with the 
occurrence of myoepithelial cells in many types of 
sweat-gland tumour, the second with reports of 12 cases 
of myoepitheliomata abstracted from the literature of 
the subject, and the third with details of 3 cases which 
the author has observed. The paper concludes with a 
discussion on the classification of apocrine gland tumours. 
Clinically, myoepitheliomata are usually single, but 
occasionally multiple, well circumscribed intracutaneous 
tumours of slow growth. Microscopy reveals epithelial 
cells arranged in tubules, intertwining bands, or lobular 
masses. Secretory and myoepithelial cells are present 
but the latter predominate and are placed, in the epithelial 
bands, at the periphery and, in the lobules, around and 
between the groups of secretory cells. Some tumours 
have much hyaline stroma with areas of mucoid or cartila- 
ginous transformation. They thus resemble the mixed 
tumours of salivary glands. Most of the lesions are 
tumours of apocrine origin. R. M. B. MacKenna 


2205. Epidermodysplasia verruciformis of Lewandowsky— 
Lutz. (Epidermodysplasie verruciforme de Lewandow- 
sky—Lutz) 

0.G. Costa and M. A. JUNQUEIRA. Annales de Dermato- 
logie et de Syphiligraphie [Ann. Derm. Syph., Paris] 8, 
131-138, March, 1948. 6 figs., 8 refs. 


A case of this rare disease is very fully described. 
There are good illustrations of clinical and biopsy 
James Marshall 


material. 
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2206. Benign Cutaneous Lymphocytoma. 
lymphocytome cutané bénin) 

K. GAWALOWSKI. Annales de Dermatologie et de 
Syphiligraphie [Ann. Derm. Syph., Paris| 8, 117-123, 
March, 1948. 3 figs. 


le 


The author describes 3 cases of this rare condition; in 
2 the diagnosis was confirmed by biopsy. Treatment 
was by excision in | case and by x-ray irradiation in the 
others. There are 3 theories of pathogenesis: (1) from 
hypertrophy of islands of lymphadenoid tissue in the 
skin; (2) from transformation of mesenchymatous cells 
of the dermis; and (3) from immigration and anaplasia 
of blood lymphocytes. The following classification is 
suggested. 

(1) Miliary lymphocytoma: (1a) Agglomerated variety 
with dark-red follicular papules on the lower limbs. 
(1b) Disseminate variety with small rose or red non- 
follicular papules of the face. 

(2) Papulo-nodular lymphocytoma: (2a) Disseminated 
variety with brownish or violaceous lesions of gummatous 
consistency on the face or, rarely, the arms. (26) Lym- 
phocytoma septi urethro-vaginalis (very rare). (2c) 
Lymphocytoma scroti with red or tomato-coloured 
lesions on the median raphe of the scrotum in boys. 
(2d) Mammary lymphocytoma. (2e) Lymphoma con- 
junctivae. 

(3) Tuberous lymphocytoma: (3a) Multiple dispersed 
variety. (3b) Solitary variety, lesions having been 
described on the brow, eyebrow, axilla, epigastrium. 
(3c) Lymphadenosis_ circumscripta auriculae. (3d) 
Lymphomatosis orbitae. (3¢) Lymphocytoma of other 
organs—for example, the parotid gland. 

James Marshall 


2207. Vitamin B, in Infantile Eczema and Besnier’s 
Prurigo. (Influence de la vitamin B, sur l’eczéma in- 
fantile et le prurigo diathésique de Besnier) 

R. PATIALA. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris| 8, 146-148, March, 
1948. 


The patients studied included 5 with infantile eczema 
(ages 6 to 12 months) and 21 with Besnier’s prurigo 
(ages 3 to 32 years). Infants were given 4 to 1 ampoule 
[dose not stated] of riboflavin intramuscularly every 
other day to a total of 5 ampoules. Others had 2 
ampoules of riboflavin intravenously daily (total 
25 ampoules) or 1 ampoule of lactoflavine daily (total 
10 ampoules). If necessary, a second course was given 
after a month’s rest and a third after 2 to 3 months. 
Results in infants were more satisfactory in acute than 
in subacute eczema, but rapid disappearance of itching 
was a feature. In cases of Besnier’s prurigo there was 
also a good sedative effect, but permanent improvement 
was obtained in only 2 cases. Subsequent treatment of 
cases which recurred was never as effective as the 
original. James Marshall 


2208. Erythema Exudativum Multiforme in Childhood 
A. V. NEALE. Archives of Disease in Childhood [Arch. 
Dis. Childh.} 23, 183-189, Sept., 1948. 4 figs., 39 refs. 
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2209. Bismuth Plus Penicillin in the Treatment of 
Experimental Syphilis 

H. J. MAGNUSON and B. J. ROSENAU. American 
Journal of Syphilis, Gonorrhea, and Venereal Diseases 
[Amer. J. Syph.] 32, 203-211, May, 1948. 14 refs. 


** Mapharsen”’ and penicillin are known to have a 
synergistic action when combined in the treatment of 
experimental syphilis. The present article reports experi- 
ments which indicate that bismuth and penicillin are 
similarly synergistic. Rabbits of mixed breeds weighing 
between 2:5 and 3-5 kg. were inoculated intratesticularly 
with 107 Treponema pallidum (Nichols strain). After 6 
weeks infection was confirmed by dark-field examination 
and treatment was started. Six schedules of treatment 
were followed, including one control schedule in which no 
bismuth was given. In this last schedule the CD 50 of 


penicillin alone was 2,650 units per kilo and the CD 90 ° 


was 8,000 units per kilo. The addition of one-quarter 
of the CD 50 of bismuth subsalicylate (1-4 mg. metallic 
bismuth per kilo) at the beginning of penicillin therapy 
reduced the CD 50 and CD 90 respectively to 1,000 and 
1,800 units per kilo. When the same dose of bismuth 
subsalicylate was not given until the completion of 
penicillin therapy so that simultaneous action was 
prevented, the reduction in the curative dose of penicillin 
was decreased (CD 50 and CD 90 of 1,500 and 3,300 
units per kilo). Conversely, the use of a more soluble 
bismuth salt at the beginning of penicillin treatment 
produced a still greater reduction in the curative dose of 
penicillin (CD 50 and CD 90 of 500 and 1,300 units per 
kilo). When three-quarters of the CD 50 of bismuth was 
used even greater reduction in the curative dose of 
penicillin resulted. Further experiment showed that 
bismuth did not delay the excretion of penicillin or affect 
the level of penicillin in the blood, and it was therefore 
concluded that its action was truly synergistic. Com- 
paring the results of these experiments combining bis- 
muth and penicillin with those of comparable experi- 
ments combining mapharsen and penicillin, the authors 
conclude that bismuth is as effective as mapharsen in 
supplementing the action of penicillin in experimental 
syphilis. S. M. Laird 


2210. The Treatment of Neurosyphilis with Penicillin 
J. P. Martin. British Medical Journal (Brit. med. J.} 
1, 922-926, May 15, 1948. 12 refs. ’ 


The author presents the clinical and pathological 
effects of penicillin in 24 patients suffering from various 
forms of neurosyphilis. They were divided into four 
groups: 8 patients with dementia paralytica, 5 with 
tabes, 2 with optic atrophy, and 9 with meningo-vascular 
syphilis. Excluding the tabetic cases and those patients 
who defaulted, the symptoms in most of the remaining 
18 cases were arrested. There were no untoward 


Venereal Diseases 


reactions, no relapses, and no deaths. Usually the 
Wassermann reaction of the cerebrospinal fluid became 
negative in 1 year and the number of cells reached normal 
limits within 2 months. Except for the colloidal-gold 
reactions and total protein content the cerebrospinal 
fluid in all cases in the series returned to normal within 
12 months. The standard treatment was 5,000,000 units 
of aqueous penicillin intramuscularly at the rate of 
60,000 units every 3 hours. On the first day, however, 
only 10,000 units was given hourly as a precaution against 
Herxheimer reactions. 

The author concludes that penicillin alone is sufficient 
therapy in most cases of neurosyphilis; that it can be 
repeated with advantage after a lapse of several months, 
and that, with the possible exception of acute general 
paralysis of the insane, malaria therapy will seldom be 
called for, and its risks of 8 to 10% mortality seldom be 
justified. T. Anwyl- Davies 


2211. Reactions to Penicillin Therapy for Syphilis 

E. W. Tuomas, S. LANDy, and C. Cooper. Journal of 
Investigative Dermatology [J. invest. Derm.] 10, 77-83, 
Feb., 1948. 8 refs. 


In the authors’ experience of the penicillin treatment 
of over 10,000 cases of syphilis, no serious reactions to the 
drug were encountered. The complications which were 
seen are classified as follows: 

(1) Urticaria appearing 6 to 12 days after starting 
treatment, noted in 25% of cases treated. Such reactions 
varied from mild pruritus with a few urticarial lesions to 
very severe pruritus and marked angioneurotic oedema; 


in some cases fever was present. Of 804 patients treated — 


for 8 days with penicillin in beeswax and oil, only 2 
failed to complete treatment on account of urticarial 
reaction; in the great majority of cases, including those 
treated for 18 or 19 days, interruption of treatment was 
not required, and usually the reactions lasted only for 4 
to 6 days whether or not treatment was continued, but ina 
few cases patients complained of recurrent attacks not 
associated with further administration of the drug, up 
to | month or 2 months after termination of the course. 
In 3 cases in which treatment was. interrupted at the 
eighth or ninth day because of severe reactions, injections 
of the same lot of the drug resumed 10 days later did 
not provoke a recurrence. Neither “ benadryl” nor 
“* pyribenzamine ’” seemed to influence the onset or 
course of the urticaria in most cases, although, exception- 
ally, marked subjective relief was obtained. Intra- 
dermal sensitivity reactions with 5,000 units and 20,000 
units of penicillin in 0-1 ml. water were uniformly nega- 
tive, both during and after the injection reactions, in 
those reacting patients tested [the number is not given]. 

(2) Exacerbation of secondary syphilitic lesions—a 
reaction seen only in secondary syphilis, occurring 
6 to 10 days from the start of treatment, and lasting for 
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4 to 10 days, whether or not treatment was continued. 
The reaction may be associated with local oedema, 
malaise, sore throat, and high fever, together with the 
appearances of relapse in the secondary lesions, but in no 
cases were spirochaetes found on dark-ground examina- 
tion of serum from such lesions. The authors are unable 
to classify these phenomena as “ delayed Herxheimer 
reactions * on account of their late onset and protracted 
course. Their nature is discussed. 

(3) Erythematous and papular reactions developing in 
the first day or two, and lasting for 1 day to 3 days; 
noted in about 25 cases only. These reactions were 
always mild and interruption of treatment was un- 
necessary. The authors believe that such reactions may 
be associated with fungus sensitivity; the question is 
discussed in the light of other published cases. (4) Local 
dermatitis at the site of injection, symptomless and un- 
important, though a marked eruption of papules or 
follicular papules was seen on rare occasions. This 
reaction appeared on the third or fourth day of treatment. 
(5) Bullous dermatitis in 2 cases in which bullae appeared 
on the exposed surfaces of the upper limb. 

G. I. C. Ingram 


2212. Destructive Changes in the Cranium in Congenital 
Syphilis in Early Infancy. (Alterazioni craniche a tipo 
destruente nella lue congenita della prima infanzia) 

R. BULGARELLI and E. pE Maegstri. Policlinico Infantile 
[Policlin. infant.) 16, 149-163, April, 1948. 10 figs., 
bibliography 


From the Departments of Radiology and Paediatrics 
of Genoa University the authors report on 5 cases of 
defects of the cranial bones in infancy, demonstrated by 
radiological examination of the skull, and caused by 
congenital syphilis. The 5 cases came from a series of 
13 syphilitic infants observed in 5 months. The patients 
studied were between 5 and 10 weeks old. In all cases 
the Wassermann reaction was positive, both in mother 
and child, and all infants except one, born .prematurely, 
showed in addition osteochondritic and periostitic lesions 
of the long bones. The defects in the skull were multiple 
and variable in size, some of them being clearly defined 
and others more indefinite, involving in all cases the outer 
as well as the inner table, except in the case of the pre- 
mature baby in whom the inner table only was involved. 
There was radiological evidence of periostitis of the 
cranial bones. The skull defects seemed to respond to— 
antisyphilitic treatment. It was possible to give a full 
course of treatment in one case only, and in this patient 
the lesions disappeared completely. : 

The authors state that the literature on the subject of 
cranial lesions in early congenital syphilis is very scanty 
and that such lesions are, on the whole, considered to be 
very infrequent, an opinion which is contrary to their 
experience. For the pathogenesis of the lesions described 
they suggest a multiple origin: an aspecific nutritional 
disturbance; a fibrous rarefying osteitis as described in 
the long bones and in other flat bones by Pick; a micro- 
gummatous process; and, finally, a true gummatous 
lesion. The authors think that their findings confirm 


the opinion of those workers who suggest that there is no 
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hard and fast line dividing congenital syphilitic lesions of 
early infancy from lesions occurring in somewhat older 
children. They think that late congenital lesions are 
quite different from the tertiary lesions of acquired 
syphilis. P. E. Polani 


2213. Rapid Treatment of Early Syphilis: Progress 
Report December 1947 

J. R. HELLER, R. W. BowMan, and E. V. Price. Journal 
of Venereal Disease Information [J. vener. Dis. Inform.] 
29, 103-106, April, 1948. 


The results of penicillin therapy at 12 to 15 months in 
previously untreated cases of secondary syphilis are 
presented. The authors used 22 different treatment 
schedules. The numbers of cases actually followed up 
over this time vary very markedly, and the assumption 
is made that the experiences of the patients who default 
are similar to the experiences of those who do not. 
With penicillin alone, 1,200,000 to 2,800,000 units being 
given in doses of 20,000 to 80,000 units every 2 to 6 hours, 
the cumulative failure rates at 12 to 15 months in 
approximately 1,500 cases varied between 19-1 and 25-4%. 
In 61 patients given 40,000 units every 2 hours to 3,400,000 
units the failure rate was only 4:3%. With penicillin in 
oil-beeswax the failure rates in 199 patients réceiving 
8 single daily injections to a total of 4,800,000 units 
and in 86 patients receiving the same total amount in 
16 injections given twice daily were 16-5 and 11-4% 
respectively. If 300 to 320 mg. of arsenoxide was ad- 
ministered concurrently with 1,200,000 units of penicillin 
over 8 to 10 days the failure rate in 773 patients was 
15-6 to 16-°9%. The addition of bismuth did not im- 
prove these figures even if the dose of penicillin was 
increased to 2,800,000 units. Even if three sessions of 
fever of 3 hours’ duration above 106° F. (41-1° C.) were 
combined with 2,400,000 units of penicillin over 74 days, 
the cumulative failure rate was 14-7% in 57 cases. If 
1,200,000 or 2,400,000 units were given over 28 to 
30 hours with 6 hours of fever the failure rate in 135 cases 
varied between 25-8 and 35-6%. 

Severe reactions were observed in 206 of 32,719 cases 
treated with aqueous penicillin alone and in 34 out of 
11,015 receiving oil-beeswax preparations; there were no 
deaths in either group. Of 88,202 patients receiving 
aqueous penicillin and arsenoxide no fewer than 1,402 had 
severe reactions and 15 died. R. R. Willcox 


2214. Penicillin Therapy of Late Congenital Syphilis 
R. V. PrLatou and J. T. KOMETANI. Pediatrics 
[Pediatrics] 1, 601-616, May, 1948. 1 fig., 15 refs. 


This report concerns the results of treatment of 109 
children between the ages of 2 and 13 years suffering 
from late congenital syphilis; 81 had clinical signs and 
symptoms; 28 were asymptomatic. Serological tests 
were carried out in all cases by complement-fixation and 
flocculation techniques. The most frequent manifesta- 
tions attributed to syphilis were: abnormalities in the 
cerebrospinal fluid (36%), lymphadenopathy (35%), 
clinical neurological signs (18%), enlarged liver (15%), 
and bony changes (13%). Treatment was with sodium 


| 
| 


penicillin, given on the same lines as those recommended 
for cases of infantile congenital syphilis, namely, a 
course of 2-hourly or 3-hourly injections for 7 to 14 days 
in a dosage varying from 10,000 to 50,000 units per 
pound (0-45 g.). The authors finally recommended 
at least 50,000 units per pound. 

There were no deaths. Benign febrile reactions 
occurred in 39%. The authors classified their results as 
clinically satisfactory in 81-6%, uncertain in 9-2%, and 
unsatisfactory (either no change or actual progression) 
in 9-2%. Of 98 children who were followed up for 
60 days or longer, 52 were under 6 years of age and 46 
over 6 years. In the first group either the serum reaction 
became negative or the titre declined in 84-6%; in the 
second group only 58-7% showed such changes. Actual 
dosage of penicillin caused no significant difference, 
but in those who had received no previous antisyphilitic 
treatment the results were much better than in those 
previously treated (and who might be considered parti- 
cularly resistant). There were 37 such cases; in 27 treat- 
ment had been with the heavy metals and was judged in- 
adequate in 24; in 10 penicillin had been given in 
adequate dosage. Of the 28 asymptomatic patients, 
8 became serum-negative, the sera of 15 had progressively 
declining titres, and 6 were “fast”. Improvement in 
the 20 neurological cases was disappointing. There were 
8 cases of condylomata, which resolved within a fortnight; 
6 cases of interstitial keratitis; 3 of which did well; 11 
cases of malnutrition and anaemia, all of which im- 
proved, and 2 cases of Clutton’s joints which were cured. 
In addition a palatal perforation and a gumma responded 
well. W. F. Gaisford 


2215. The Antibody Response in Rabbits to Killed 
Suspensions of Pathogenic 7. pallidum 

“H. and R. FLeIscHMAN. Journal of Experimental 
Medicine [J. exp. Med.] 87, 369-384, May 1, 1948. 1 fig., 
17 refs. 


Syphilitic rabbits, cured after having had the disease 

3 months, are usually resistant to infection. The authors 
carried out a series of experiments to see whether the 
injection of killed Treponema pallidum would protect 
rabbits against infection. They injected varying num- 
bers of dead pathogenic spirochaetes, obtained by 
mincing testicular chancres, intradermally, intradermally 
and intraperitoneally, and intravenously, and found that 
these rabbits developed positive Wassermann and floc- 
culation reactions, but no immunity against ordinary 
experimental infection. 
serum averaged less than 1 in 2; in the experimental 
animals they were as high as 1 in 96, this antibody 
response reaching a maximum in 2 to 3 weeks and 
then remaining constant or falling. When cultured 
spirochaetes (Reiter strain) were employed no rise in 
titre was noted. That the antibody was not due to the 
extract of testicular tissue is shown by the fact that 
control animals injected with this, with or without Reiter 
“4 spirochaetes, did not show an increase of titres. It was 
i found that suspensions of organisms containing relatively 
small amounts of tissue extractives were just as antigenic 


In the normal controls titres in - 


as those containing large amounts. Antisera from the - 
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experimental rabbits did not agglutinate pathogenic T. 
pallidum, did not give specific complement fixation with 
spirochaetal antigens, and failed to render spirochaetes 
non-infective. It is considered that Wassermann re. 
activity induced by injection of dead spirochaetes and 
the reagin occurring in syphilitic infection represent an 
antibody response to 7. pallidum, spirochaetes and 
mammalian tissue apparently both containing an 
immunologically related antigen. 

A particularly interesting observation was that some 
animals injected with organisms in a water-in-oil emulsion 
may have been sensitized by preceding aqueous injections, 
since the incubation period was reduced; the relation 
of this finding to the late manifestations of syphilis, in 
which relatively few organisms produce a disproportion- 
ately large tissue reaction, is clear. T. E. Osmond 


See also Section Digestive Disorders, Abstract 2179. 


2216. Keratosis Blennorrhagica. 
a Review of the Literature 


E. W. GAULT and E. I. GAULT. Jndian Medical Gazette 
[Indian med. Gaz.] 83, 123-125, March, 1948. 7 refs. 


A female Indian child aged 7 years was seen at the hos- 
pital at Vellore, South India. She was poorly nourished 
and had hard, thickened, ridged, and fissured scaly 
epithelium of both lips and horny knobbly masses on 
the forehead, palms, soles, elbows, and knees. Hard, 
horny, secondarily-infected cauliflower-like masses were 
also present on the buttocks, perineum, and inner thighs, 
and there were also sordes on the gums. The disease 
had started about a year before with fever lasting for 
8 days, which was followed by the appearance of blisters 
on both lips. These subsided somewhat, but they, in 


A Case Report with 


addition to the blisters which then appeared on the other’ 


parts, later developed into the present lesions. At 
no time was there obvious urethritis, conjunctivitis, or 
arthritis, though there had been a bilateral aural discharge 
for 2 years. The blood Kahn reactions in both mother 
and child were negative, and vulvar smears were negative 
for gonococci and tinea. No gonococcal complement- 


_ fixation test was apparently performed. Biopsy material 


taken from the heels and buttocks showed marked para- 
keratosis and acanthosis, and was considered con- 
sistent with a diagnosis of keratosis blennorrhagica. 

The patient was [rather surprisingly] admitted to a 
venereal diseases ward, where she was given 16:5 g. of 
sulphadiazine over 1 week concurrently with 6 fever 
sessions induced by intravenous T.A.B. vaccine on 
alternate days. Penicillin, 20,000 units 3-hourly, was 
given until 1,000,000 units had been administered, after 
which improvement was evident, though a further course 
of penicillin combined with fever was given a month later. 
The lesions were treated with Sitz baths and deep x rays 
(12 treatments in 1 month) followed by starch poultices 
and penicillin cream. Photographs show the lesions 
before and after treatment. 

[The claim by the authors that this article contains a 
review of the literature is extravagant. There are only 
7 references, of which 5 are to American sources; there 
are no references to British sources.} R. R. Willcox 
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Genito-Urinary Disorders 


2217. Kidney Complications During Sulphonamide 
Therapy. [In English] 

A. H. ANDERSEN and I. ANDERSEN. Acta Medica 
Scandinavica [Acta med. scand.] 130, 259-282, 1948. 
3 figs., bibliography. 


The authors describe the 10 patients with kidney 
complications resulting from sulphonamide therapy ad- 
mitted to the Bispebjerg Hospital, Copenhagen, during a 
period of 18 months. There were 7 cases of mechanical 
extrarenal damage; all of these patients recovered. A 
case of mechanical intrarenal injury was fatal. One 
patient had 2 attacks of toxic intrarenal injury with a 
6-month interval, the second attack being fatal. One 
patient died of what was presumed to be toxic intrarenal 
injury. Seven of the patients were females. The latent 
period from the commencement of therapy to the 
appearance of symptoms averaged 3 days. The average 
dose given was 21 g., although in 1 case complications 
occurred after 5 g. of sulphapyridine. Sulphathiazole 
had been given in all the other cases. Two patients also 
received “lucosil” (sulphamethylthiodiazole). Case 
reports are given of representative cases in each group, 
with necropsy details in fatal cases. 

In mechanical intrarenal injury, the kidney is swollen 
and oedematous and greyish striae in the pyramids radiate 
towards the cortex. On section amorphous masses 
containing numerous round cells are seen in the collecting 
tubules. There is also hyperaemia of the peripheral 
cortical zones and some interstitial reaction. In toxic 
intrarenal injury there is a toxic degeneration of the 
convoluted tubules (similar to that found in mercuric 
chloride or carbon tetrachloride poisoning) and inter- 


_ stitial round-cell infiltration. 


The importance of adequate fluid intake during sul- 
phonamide treatment is stressed. Treatment of the 
various types of injury is discussed. Eight cases of 
mechanical extrarenal injury have been previously 
reported in the Danish literature and are referred to here. 

J. Maclean Smith 


2218. Urine Volume and Total Renal Sodium Excretion 
during Water Diuresis 


A. J. CRUTCHFIELD. Annals of Internal Medicine [Ann. , 


intern. Med.] 28, 28-40, Jan., 1948. 6 figs., 32 refs. 


Restriction of sodium intake is advocated in the treat- 
ment of congestive heart failure. There is disagreement 
concerning the optimum water intake during the period 
of sodium restriction. Diuresis and sodium excretion 
were observed in 50 patients over 6-hourly periods after 
the administration of water alone or of water and 
diuretics. In patients in whom the volume of urine was 
previously adequate, theoretically, for the excretion of 
solids there was a decreased sodium excretion during 
diuresis; the cause of this is obscure. In subjects in 


whom the urine volume was previously inadequate there 
was an increase in sodium output, which may be due to 
the elimination of sodium retained during inadequate 
urinary flow. There appears to be a range of urinary 
volume necessary for the maximum excretion of sodium. 
Water diuresis ceases to exert a therapeutic effect when 
urine volume reaches a level between 2 and 3 litres 
in 24 hours. Theophylline, theophylline and ethylene 
diamine, and mercurophylline caused an increase in the 
diuresis after water was given, disproportionately favour- 
ing the excretion of sodium. This suggests that these 
substances depress the tubular reabsorption of sodium 
more than that of water. Urea and glucose have a slight 
and variable effect on sodium excretion. E. F. McCarthy 


2219. The Addis-Shevky Concentration Test. [In 
English] 

J. Oster. Acta Medica Scandinavica [Acta med. scand.] 
129, 513-523, 1948. 4 figs., 12 refs. 


Because of the uncertainty as regards the normal 
figures at various ages for concentrating ability of the 
kidneys, and because the figures of Addis and Shevky 
(1922) on American patients appear to be higher than 
those obtained in Denmark, the authors measured the 
concentrating ability of the kidneys by determining the 
specific gravity of the urine in a concentration test with 
a hydrometer and with a Mohr—Westphal weight. After 
breakfast, the patient avoided drinking for 24 hours. 
Urine was collected in the latter half of this period (from 
8 p.m. to 8 a.m.). Results of 200 observations in 177 
patients aged from 3 to 72 years showed that the average 
specific gravity decreased in a regular way from 1029 at 
the age of 5 to 1025 at the age of 55. Statistical evalua- 
tion produced limiting values of normal in children of 
1020 to 1037 and in adults of 1017 to 1035, there being 
no difference between the sexes. E. G. L. Bywaters 


2220. Calcium Oxalate Nephrosclerosis with Uraemia. 
(Calciumoxalatschrumpfniere mit Uraemie) 

W. ViscHER. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie |Schweiz. Z. Path. Bakt.] 10, 286-301, 
1947. 2 figs., 53 refs. 


The post-mortem findings in the case of an 11-year-old 
boy, who died of uraemia about 4 months after recovery 
from diphtheria, are described. The kidneys were small 
and contracted and contained large crystalline deposits of 
calcium oxalate. Histologically there were extensive 
fibroses and round cell infiltrations both in the cortex and 
medulla with rosette-shaped deposits of calcium oxalate. 
The glomeruli were also fibrosed but no “ crescents ”’ 
were present. Whether the kidney lesions had developed 
during or after the diphtheritic infection could not be 
decided. The subject of oxalate metabolism and its 
relation to kidney disease is reviewed. G. Popjak 
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2221. Flocculation Tests in Rheumatoid Arthritis 
T. N. Fraser. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 7, 83-88, June, 1948. 3 figs., 14 refs. 


As the empirical tests of liver function are often posi- 
tive in rheumatoid arthritis an investigation was under- 
taken to establish their value in rheumatoid arthritis as 
aids to prognosis and activity. The colloidal gold and 
the cephalin-cholesterol tests were carried out in 100 cases 
of rheumatoid arthritis, 30 cases of osteo-arthritis, and 
40 cases of rheumatic fever and fibrositis. The colloidal 
gold test was positive in 61% of patients with rheuma- 
toid arthritis and in 40% of those with rheumatic fever. 
The cephalin-cholesterol test was similarly positive in 
19 and 15% respectively. Neither test bore any relation 
to the clinical state or to the administration of gold salts, 
but the tests did bear some relation to the erythrocyte 
sedimentation rate, and to the globulin fraction of the 
serum. D. P. Nicholson 


2222. Effects of Artificially Induced Fever on the Circula- 
tion in Arthritic Patients 

K. G. WaAKIM, F. H. KrRuseN, and E.C. ELKIns. Archives 
of Physical Medicine [Arch. phys. Med.] 29, 274-284, 
May, 1948. 1 fig., 27 refs. 


Various types of hyperaemia may be classified into: 
(1) Passive, which is induced in the organism by such 
measures as hot baths, long- and short-wave diathermy, 
luminous and non-luminous heat cabinets; under these 
conditions the rise in temperature is not provoked by 
bodily activity. (2) Active, as induced by the injection 
of foreign proteins, malarial parasites, or some colloidal 
substances; in this type the body does make an effort to 
raise its own temperature and the cells are very active in 
producing heat. Endogenous fever induced, for instance, 
by the intravenous injection of typhoid vaccine has four 
phases: (a) prodromal, (4) chill, (c) flush, and (d) defer- 
vescence. In the hyperaemia induced by physical means 
the prodromal and “ chill’’ phases are absent and the 
** flush ’* phase develops gradually from the onset. Fever 
is due to an imbalance of the heat-producing and heat- 
eliminating mechanisms; a relatively small increase in 
heat production, if associated with a large reduction of 
heat loss, can produce very high fever. In the develop- 
ment of fever the mechanism of heat loss is as unpertent 
as that of heat production. 

While definite physiological effects are produced— 
namely, a substantial increase in leucocytes as well as in 
blood flow, in the cardiac output, in metabolism, and in 
the number and size of the capillaries—the mechanism 
bringing about benefit in arthritis is not clear. General 
heating of the body is regarded as more efficient than the 
local application of heat to the diseased joint. It is 
pointed out that patients suffering from rheumatoid 


arthritis respond poorly to contrast baths as compared 
with normal persons. The attenuated blood supply 
may be due either to disuse of the parts or to vasospastic 
disturbances, which, according to some observers, are 
common among patients with rheumatoid arthritis. 

In the study of the blood flow in man it is obvious that 
the methods used must be indirect and the body must be 
kept intact. Two methods have been employed— 
namely the plethysmographic and the calorimetric. 
In the latter the rate of flow is determined from the 
rate of heat loss in the limb. This method has fewer 
advocates than the plethysmographic because it is 
believed to have many disadvantages. The plethysmo- 
graphic method is fully described. “In principle the 
amount of blood flowing into the extremity is measured 
by determining the rate of increase of volume subsequent 
to the obstruction to venous outflow in the limb. The 
increase of volume of the limb, which occurs for several 
seconds after sudden inflation of the collecting cuff, 
indicates the rate of blood flow into the limb.” 

Adult patients who were being treated for arthritis 
were studied during various types of fever treatment— 
cabinet fever, hot reclining baths, or typhoid vaccine 
administered intravenously. The blood flow in each 
subject (left forearm) was determined by means of the 
compensating plethysmokymograph. Several control 
determinations of blood flow were made immediately 
before the patient was sent for the induction of fever. 
Soon after induction of hyperthermia the blood pressure, 
oral temperature, and heart rate were again recorded. 
Within 10 minutes after the induction of fever to about 
101° F. (38-3° C.) the patients were prepared as described 
and the blood flow was determined from the left forearm 


once every 24 minutes for a period of 40 minutes. | 
Tables summarize the data in 15 patients in whom a. 


temperature of 101° F, was induced by tub baths at 
temperatures several degrees above that of the body fora 
period of about half-an-hour. All showed a definite 
increase in blood flow. It took several hours before the 
blood flow gradually returned to normal value. The 
heart rate increased in every case, but the effects on 
blood pressure were somewhat variable. The data on 
the effect of hot humid air show that after the induction of 
fever a considerable increase in blood flow took place. 
The changes in blood pressure were again very variable. 
After intravenous typhoid vaccine the changes in circula- 
tion were as follows. During the prodromal phase 
there was slight cutaneous pallor with reduction of blood 
flow, which became maximal at the peak of the “ chill 
phase’. Soon after the chill a general flushing of the 
skin took place and the blood flow increased above the 
control level; this lasted through the period of defer- 
vescence. These prodromal symptoms and _ chills 
characterized the fever induced by intravenous typhoid 
vaccine but were entirely absent when fever was induced 
by physical methods. M. B. Ray 
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2223. Agglutination of Hemolytic Streptococci (Group 
A) in Serum from” Patients with Rheumatoid Arthritis. 
{In English] 

K. KatBAK. Acta Medica Scandinavica [Acta med. 
scand.| 130, 358-370, May 15, 1948. 17 refs. 


Streptococcal agglutinins have been reported in 51 
to 94% of sera from cases of rheumatoid arthritis by 
12 groups of workers; the titre (between 1 in 40 and 
1 in 640) was much higher than in streptococcal disease 
or in control patients. After a tabulated review of these 
papers, the author describes his own modification of the 
Dawson and Olmstead technique [for details of which 
the original must be consulted, since small technical 
variations lead to surprising discrepancies]. In 93% of 
800 control cases there was no agglutination; in 38 cases 
of haemolytic streptococcal infection there were 100% 
negative reactions; 90% of 100 patients with rheumatic 
fever had negative reactions, and reactions in all of 9 cases 
of subacute bacterial endocarditis were negative. 

Of 241 patients with rheumatoid arthritis 78% gave a 
positive reaction. The remainder included a few typical 
active cases, as well as a number of atypical ones. The 
author examines the possibility that this reaction may be a 
specific reaction against streptococci so attenuated that 
they cease to produce streptolysin, but concludes finally 
that it is a non-specific reaction which remains to be 
explained. E. G. L. Bywaters 


2224. Differential Agglutination of Normal and Sensitized 
Sheep Erythrocytes by Sera of Patients with Rheumatoid 
Arthritis 

H. M. Rose, C. RAGAN, E. PEARCE, and M. O. LIPMAN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 68, 1-6, May, 
1948. 5 refs. 


An agglutination test is described which is specific for 
active rheumatoid arthritis. A 1% saline suspension of 
sheep erythrocytes is prepared from fresh defibrinated 
sheep blood by washing the cells 3 times in saline, 
centrifuging, and resuspending. A similar 1% suspension 
of erythrocytes sensitized by the addition of anti-sheep 
rabbit serum is prepared, 2 units of haemolysin being 
used. The unit is determined in the usual way by serial 
dilution from 1 in 1,000 to 1 in 10,000 of the serum in 
saline, the addition to each dilution of an equal quantity 
of 2° washed sheep red cells and one-fifth volume of 
1 in 10 dilution of fresh guinea-pig complement, followed 
by incubation at 37° C. for 1 hour. With each of these 
2 suspensions, | plain and 1 sensitized; the patient’s 
fresh serum (inactivated by heating at 56° C. for 30 
minutes) is titrated in doubling saline dilutions. After 
incubation at 37° C. for 1 hour the tubes are left in a 
refrigerator at 4° C. overnight; the end-point is read 
immediately after removal from the refrigerator by tap- 
ping the tube with the finger and estimating the degree of 
agglutination. The reciprocal quotient of the agglutina- 
tion titres of each serum for normal and sensitized cells 
is called the differential agglutination titre (D.A.T.). 

Results in 110 cases are shown in tabular form. In 
all of 27 cases of active rheumatoid arthritis the D.A.T. 
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was 16 or more; in 8 of 16 cases of inactive rheumatoid 
arthritis the D.A.T. was over 16; in 2 cases of active 
Still’s disease the titre was 128, and in 1 in remission the 
titre was 4. The only one of 5 cases of ankylosing spondy- 
litis with peripheral joint involvement was also the only 
one in which the D.A.T. exceeded 16. In other diseases, 
including rheumatic fever, infectious mononucleosis, and 
other forms of arthritis titres were low. Thus the test 
appears to be specific and related to activity of the disease, 
but it does not run exactly parallel to the erythrocyte 
sedimentation rate, to haemolytic streptococcus agglu- 
tination, or to collodion-particle agglutination. The 
active substances appear in the globulin fraction. Com- 
plement is not required for this test. 
E. G. L. Bywaters 


2225. Rheumatoid Spondylitis. Its Early Diagnosis and 
Treatment 

S. E. Rees, E. A. and G. B. North- 
west Medicine [Northw. Med., Seattle] 47, 260-263, April, - 
1948. 9 refs. 


This paper deals with the diagnosis and treatment of 
150 cases of ankylosing spondylitis sent to an x-ray 
therapy department. All the patients were civilians and 
were referred by a single general practitioner over a 
period of 3 years, 99 being women. X-ray therapy was 
employed in every instance. If the condition was not 
acute the patients were given small doses by a wide-field 
technique twice weekly for 6 to 8 weeks. In acute cases 
localized areas were treated, two larger doses (140 r to 
each of three regions) being given on alternate days and 
repeated in 6 weeks. Some 120 patients improved with 
deep x rays, and of these 25 relapsed in6 months. There 
was a decrease of 1,000 or more white cells per c.mm. after 
treatment in three-quarters of the cases. NO mention is 
made of menstrual disorders following radiotherapy. 

H. A. Burt 


2226. Vertebral Haemangioma. 
HHKa) 

V. V. PisHtsHuGIN. Bonpoctt Hetpoxupyprun [Vop. 
Neirokhir.] 12, No. 3, 40-46, May-June, 1948. 1 fig. 


The author describes 17 cases of vertebral haemangio- 
mata seen in the last 10 years. He emphasizes their 
rarity as a clinical finding in comparison with the number 
discovered at necropsy because in most cases they give rise 
to no symptoms. He agrees with Makricostas, who 
states that symptoms most often occur in young subjects. 

All of the 17 patients were under 50 years of age. 
Almost all the haemangiomata were in the dorsal verte- 
brae; the location was dorsal in 12 cases, dorsal and 
cervical in 2, and cervical alone in one case. In 2 cases 
dorsal haemangiomata were associated with similar 
lesions in the left parietal and frontal bones of the skull. 
In 12 cases only one vertebra was affected, in 4 cases two 
adjoining or separate vertebrae were affected, and in | 
case four vertebrae. The duration of symptoms varied 
widely in the series. In one case paraplegia developed 
3 months after the first symptom and in others 7 to 12 
years elapsed before compression of the cord occurred. 
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A mote rapid course is usual in young patients. The 
protein content of the cerebrospinal fluid was increased 
in 7 cases with an increase in cells in 2 cases. The best 
response to deep x-ray therapy was obtained in the case 
in which the protein content and the cell count of the 
cerebrospinal fluid were highest (660 mg. per 100 ml. and 
23 cells perc.mm.). Deep x-ray therapy was given in 14 
out of the 17 cases. There was considerable improve- 
ment in 3 cases with the shortest history of symptoms, a 
moderate improvement in 6 cases, and no response in 3. 
In the 3 unsuccessful cases there was a history of several 
years’ duration and complete paraplegia. X-ray therapy 
was abandoned in 2 cases because of widespread haem- 
angiomatosis of the skin and bones. 

The author concludes as follows: (1) Haemangiomata 
of the vertebrae are characterized by slow growth and 
absence of metastases. (2) Compression of the spinal 
cord is seen most often in young subjects. (3) Vertebral 
haemangiomata are usually solitary, but occasionally 
more than one vertebra is involved. (4) The duration of 
the disease from the primary symptoms to the appearance 
of clinically pronounced phenomena is from 14 months to 
12 years. (5) The disease usually begins with motor 
disturbances, more rarely with pain or sensory disturb- 
ances. (6) Diagnosis during life may be made from a 
good radiograph of the spine, but in some cases of spinal 
compression a diagnosis of haemangioma may be sus- 
pected if: (a) there are remissions, even though slight, in 
the course of the symptoms, (4) there is tenderness on 
palpation or tapping over the affected vertebra, (c) there 
is pain in the region of the vertebra on inclining the head 
forwards. This sign is almost always found and remains 
even after x-ray therapy. It appears to be due to sensi- 
tivity of the vertebra to tension on its interspinous 
ligaments. (7) Deep x-ray therapy should be given to 


_ all patients with spinal haemangiomata, particularly to 


those with a short history and slight symptoms. It is 
possible that young vascular tumour tissue can easily be 
destroyed by x rays. - In contrast, in long-standing cases 
this tissue is more difficult to destroy by x rays and the 
secondary changes in the vertebra and cord are irre- 
versible. (8) In cases of unsuccessful x-ray therapy 
laminectomy and decompression followed by more 
x-ray therapy are necessary. 

[This article confirms previously recorded views on the 
clinical aspects of these tumours but adds nothing new.] 

J. MacD. Holmes 


2227. Chronic Idiopathic Hypertrophic Osteo-arthro- 
pathy 

J. D. Camp and R. L. SCANLAN. Radiology [Radiology] 
50, 581-594, May, 1948. 7 figs., 31 refs. 


Chronic idiopathic hypertrophic osteo-arthrgpathy is 
a condition occurring predominantly in males at the age 
of puberty or adolescence and characterized by the osteo- 
arthropathic syndrome—clubbing of the digits, enlarge- 
ment of bones and joints, and thickening of the skin of 
the face—in the absence of any demonstrable primary 
disease. Its course is slowly progressive to deformity 
and disability, which are often of extreme degree. Con- 
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ditions presenting similar clinical and radiographic 
features have been called hypertrophic pulmonary osteo- 
arthropathy, familial acromegaloid osteosis, and acro- 
pachydermia and pachyperiostitis. 

Chronic idiopathic hypertrophic osteo-arthropathy 
shows a relation to puberty which suggests a constitu- 
tional disease made apparent by the endocrine imbalante 
of that period. The authors calculate that this form 
constitutes 3 to 5% of all cases. There is no indication of 
a primary disease. It appears to -begin about puberty, 
is but slowly progressive, has a familial tendency in 
60% of cases, and a seasonal fluctuation. The features 
become coarse, the nose bulbous, the fingers clubbed. 
There is hypertrophy of the nipples, feminine distribution 
of hair, acne vulgaris, and excessive perspiration of 
the hands, feet, and axillae. The subcutaneous tissue 
is thickened—a non-pitting oedema. The extremities 
when dependent are cyanosed, indicating some disturb- 
ance of vascular dynamics. The epiphyses, tarsus, and 
carpus are unaffected. Periosteal accretions are found 
on all tubular bones except the phalanges, whose ter- 
minal tufts are atrophied. The chest, skull, spine, and 
urinary tract are normal. The condition may begin fairly 
suddenly at puberty and then progress very slowly over 
many years, thus differing from the form due to leuk- 
aemia, carcinomatosis, and pulmonary disease. 

James F. Brailsford 


2228. Social and Nutritional Factors in Adolescent 
Osteochondritis of the Spine 

F. H. Kemp, D. C. WiLson, and E. Emrys-Roserts. 
British Journal of Social Medicine [Brit. J. soc. Med.} 
2, 66-70, April, 1948. 2 figs., 15 refs. 


This paper summarizes a series of investigations con- 
ducted on the distribution and the hitherto obscure 
aetiology of juvenile osteochondritis of the spine 
(Scheuermann’s disease), and gives an account of its 
relation with malnutrition and a possible relation with 
fluorine. 

Two groups of boys were compared; the first group 
taken from a public school and the second from the 
poorer quarters of Oxford. The incidence of disturb- 
ances of ossification of the spine in the two groups was 
similar, although none of the boys had severe changes. 
Some of the boys in the first, and presumably better 
nourished, group had evidence of dental fluorosis, whereas 
none in the second group, which was not exposed to a 
high fluorine intake, was thus affected. 

Both these groups were compared with another group 
of children living in a village community where dental 
fluorosis affects nearly all the inhabitants and con- 
siderable poverty had formerly prevailed. In this group 
spinal changes occurred more than three times as often 
as in the other two groups and the disturbances were, 
in some instances, more severe. In view of the known 
association of endemic dental and osseous fluorosis with 
malnutrition in other countries, the possibility of a 
similar association in the case of dental fluorosis and 
juvenile osteochondritis in Britain must now be borne in 
mind.—[From the authors’ summary.] 
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2229. Clinical and Pathological Features of Human 
Cerebral Necroses due to Irradiation. (Aspects cliniques 
et pathologiques des radionécroses cérébrales chez 
homme) 

L. VAN BOGAERT and J. HERMANNE. Annales de Médecine 
[Ann. Méd.] 49, 14-44, 1948. 9 figs., 12 refs. 


The literature concerning radionecrosis in man is 
reviewed by the authors with some reference to the 
experimental production of the same condition in animals. 
They recognize an early reaction, maximal at the end of 
5 weeks and then subsiding, and a late reaction which 
may develop either shortly after or several years after 
irradiation. 

The present paper is based on the careful observation 
of 2cases. The first was in a male child aged 3 years and 
3 months suffering from tinea and epilated by x rays 
(5 fields, 3 antero-posterior and 2 lateral, 400 r per field, 
filter 1 mm. aluminium, 8 kV, irradiation on 3 successive 
days). Three and a half months after irradiation the 
child returned with radionecrosis of the scalp, generalized 
muscular hypotonus, and a convergent strabismus. He 
gradually became apathetic and developed a flaccid 
hemiplegia on the right side with extensor plantar 
responses on both sides. Later the hemiplegia became 
spastic. At this stage lumbar puncture revealed an 
increase in pressure and in albumin content of the cerebro- 
spinal fluid. Gradually a state of generalized contrac- 
ture developed, with the head and eyes deviated to the 
right. In the last week fever (38° C.) was present and 
the child died after 6 weeks’ illness. At necropsy there 
was superficial congestion of the brain with oedema. 


The meninges were adherent in the intercerebral sulcus. 


In the frontal regions small haemorrhages were common. 
The corpus callosum was oedematous and there was con- 
gestion of the cortex at this level. The internal capsule 
was markedly affected by necrosis. In the section passing 
through the substantia nigra further haemorrhages and 
central softening were seen. On histological examina- 
tion the three essential changes were those of oedema, 
precipitation of large cotton-wool patches of crusty, 
grumous, and refractile material, and disseminated pro- 
nounced hyaline degeneration of the walls of vessels 
which was not related to the distribution of the precipi- 
tate. The vascular lesion was associated with an 
adventitial reaction. The precipitated -masses in the 
parenchyma were polycyclic in outline and stained blue 
to violet with haematoxylin and eosin and yellow with 
van Gieson, but did not give the staining reactions of 
amyloid and had certain properties of colloids. They 
contained some globules of material which had undergone 
pre-lipoid degeneration and some of which had been 
taken up by the granular capsules. There was no marked 
production of reticulin, and vascular thromboses were not 
found. In the pyramidal tracts there was some early 
reactionary gliosis. 


The second case was in a man of 61 who developed a 
basal-cell carcinoma of the scalp which was treated by 
irradiation from 6 radium needles for 5 days. [The 
details of dosage are not recorded.] Shortly after irradia- 
tion, epilation Occurred and headaches developed with 
swelling of the right hemicranium and side of the face 
(opposite to that irradiated). He was well for 3 years and 
then developed Jacksonian epilepsy, an attack com- 
mencing with shaking of the affected side of the face and 
spread of tremor to the hemithorax and leaving a residual 
speech defect which disappeared slowly. Three more 
attacks occurred during the following 3 months. Tendon 
reflexes were weak on the right side and an equivocal 
extensor plantar response was present on the same side. 
There was a slight rise in the cell and albumin content of 
spinal fluid. A diagnosis of irradiation cicatrix in the 
left fronto-parietal region was made. J. Maclean Smith 


2230. Histopathological Findings in General Paresis 
After Penicillin Treatment: Report on 4 Cases 

R. H. F. SmirH and V. pE Mortats. Journal of Mental 
Science [J. ment. Sci.] 94, 70-76, Jan., 1948. 24 refs. 


No previous reports on the neuropathological findings 
in paresis after penicillin therapy have appeared. The 
dosage in the 4 cases reported here ranged from 2,400,000 
to 4,800,000 units. In 2 of the cases there was clinical 
as well as serological improvement; the 2 cases which 
did not improve were of the juvenile type of general 
paresis, 1 of them a Lissauer type. Histological examina- 
tion of the brain of the 2 patients who benefited revealed 
less intense inflammatory changes than in untreated cases. 
The iron reaction was positive in all 4 patients, but was 
less pronounced in the 2 who improved. No spiro- 
chaetes were found in any of the brains. These findings 
resembled those obtained at comparable times after 
malaria treatment. The possibility that penicillin may 
produce an initial exacerbation of the process is suggested 
by the 2 unimproved cases. From the results it would 
appear that penicillin alone can influence the pathological 
progress of general paresis. E. W. Anderson 


2231. Kernicterus. A Review with a Report of the 
Findings in a Study of Seven Cases 

P. F. L. BecKER and P. VoceL. Journal of Neuropatho- 
logy and Experimental Neurology [J. Neuropath. exp. 
Neurol.) 7, 190-215, April, 1948. Bibliography. 


This is the most exhaustive study of the pathology of 
kernicterus which has yet appeared. The 46 cases in the 
literature verified by necropsy are analysed with full 
descriptions of the clinical, anatomical, and histological 
findings, and a further 7 personal cases are recorded. 
The authors’ cases were all associated with erythro- 
blastosis foetalis. In 5 cases the infants were Rh 


647 


‘ 
4 
hy 
u- 
ce 
m 
of 
y, 
in 
es 
d. 
on 
of 
ue 
es 
b- 
nd 
nd 
nd 
ly 
er 
nt 
rs. 
1} 
n- 
re 
: 
its 
th 
up 
he 
b- 
as 
2S. 
er 
as 
a 
up 
cal 
n- 
Ip 
en 
e, 
vn 
th 

a 
id 
in 

| 


© 


648 NEUROLOGY 


positive whilst the mothers were Rh negative With anti- 
Rh agglutinins. To explain deposition of the pigment 
in the nerve cells the suggestion is made that substances 
derived from haemolysis of red blood cells acting in the 
presence of an immature reticulo-endothelial system 
may increase the permeability of the haemato-cephalic 
barrier, and that these substances may change the 
polarity of the membrane of the nerve cells. This 
change in polarity of the membrane might then permit 
penetration by bile pigment. In the authors’ cases, 
deposition of pigment in the nerve cells was present in 
order of frequency in the hippocampus, the basal ganglia, 
midbrain, medulla, and floor of the fourth ventricle. 
Where much pigment was deposited the nerve cells were 
shrunken, whilst some showed poorly staining cytoplasm 
and vacuolization. No changes were found in the glia 
cells, microglia, or connective tissue. Whereas clinical 
neurological manifestations were reported in most cases 
in the literature, the authors found them in only one of 
their cases. Slow choreo-athetoid movements of the 
limbs were observed in this case. The authors state 
that the neurological signs described in the literature of 
kernicterus cannot be regarded as specific. 
Ruby O. Stern 


2232. Characters of Acute Neuro-infection, with Refer- 
ences to Cases Seen at the Khabarovsk Clinic from 
1939-1947. (XapaxtepucruKa ocTpbix 
mo MaTepHanamM xa6apoBCKOH KMIMHHKH HeEPBHbIX 
6onesHei 3a 8 net (1939-1947)) 

Vv. M. Kanter. Hesponatonorua u [lcuxuatpua 
[Nevropat. Psikhiat.] 17, No. 1, 16-20, 1948. 


An epidemiological and statistical analysis is given of 
409 cases of neuro-infection seen at the Khabarovsk 
clinic over a period of 8 years. Out of 376 cases of 
neuro-infection due to different viruses there were 209 
cases of tick-borne encephalitis, but no cases of autumnal 
encephalitis. A detailed clinical analysis will be -pub- 
lished at a later date. H. P. Fox 


2233. The Clinical Picture of Diffuse Sclerosis of the 
Frontal White Matter with Cerebellar Cortical Atrophy. 
(Uber dasklinische Bild bei diffuser Stirnhirnmarksklerose 
mit Kleinhirnrindenatrophie) 

K. Simma. Monatsschrift fiir Psychiatrie und Neurologie 
[Mschr. Psychiat. Neurol.) 115, 181-193, March-April, 
1948. 5 figs., 21 refs. 


This is a detailed clinical and pathological report on a 
case in which, within 3 years, symptoms developed much 
resembling Pick’s disease. A man of 41, from a healthy 
family, gradually became apathetic, did not speak 
spontaneously, and neglected his personal habits. 
Finally frontal signs appeared with pronounced intellec- 
tual dementia. The section of the brain did not reveal 
the expected picture of a cortical atrophy. Diffuse 
sclerosis was found in the white matter of the frontal 
lobes. The frontal cortex was only secondarily affected 
in the areas where connexions with the thalamic nuclei 
were severed. There was also a widespread atrophy of 
the Purkinje cells and ganglion cells in the cerebellar 
cortex. 


Discussing the findings the author expresses the view 
that the functions of the frontal lobes must not be con- 
sidered separately but in conjunction with thalamic and 
lower centres with which the frontal cortex is connected, 
Any lesion which affects this functional entity may 
produce a “frontal dementia’. Attention is also 
drawn to the atrophy of the cerebellar cortex hitherto 
not reported in connexion with diffuse medullary 
sclerosis. J. T. Leyberg 


2234. Electroencephalography with Pharyngeal Electrodes 
J. Rousicek and D. Hit. Brain [Brain] 71, 77-87, 
March, 1948. 4 figs., 12 refs. 


Electroencephalographic records were taken with a 
three-channel instrument, single and double pharyngeal 
electrodes being used as well as scalp electrodes. The 
electrodes were inserted through the nose. It was not 
necessary to pierce the mucosa or bone. Twelve sub- 
jects were examined; 3 were normal, 3 were epileptic 
patients, 2 had pituitary tumours, and 4 had psychoses, 
In the normal subjects with pharyngeal electrodes little 
alpha rhythm was recorded, and there was no sign of the 
activity evoked in the occipital region by photic stimula- 
tion. The main component was low-voltage beta 
activity, unaffected by opening and closing the eyes. 
During wave-and-spike episodes in epileptics the disturb- 
ance was usually obvious first in scalp leads, and some- 
times simultaneously in scalp and pharyngeal leads, but 
never first in pharyngeal leads. In the cases of pituitary 
tumour, theta rhythm of moderate voltage and regularity 
was recorded from the pharynx, and in | case delta 
activity was also present: neither of these features was 
visible in scalp leads. The pharyngeal electrode is as 
near to the mid-brain, pons, medulla, and inferior 
temporal cortex as to the hypothalamus, and a “ uni- 
polar ’ pharyngeal electrode is as diffuse as any other, 
but employment of bipolar electrodes in this region may 
be of real value in detecting early disturbances in the 
basal structures and cortico-hypothalamic circuits, 
provided that sufficient amplification is available and 
artefacts can be avoided. W. Grey Walter 


2235. Physiological Mechanisms Underlying the 
Electrical Activity of the Brain 

M. A. B. Brazier. Journal of Neurology, Neurosurgery 
and Psychiatry [J. Neurol. Neurosurg. Psychiat.) 11, 
118-133, May, 1948. 11 figs., 56 refs. 


The effects of hypoxia were studied in 200 experiments, 
of hypoglycaemia in a large series, and of ** pentothal ” 
anaesthesia in 112 experiments. A three-channel Grass 
apparatus was used; in the later experiments a Walter 
automatic electronic analyser replaced.the manual 
methods previously described. Inter-channel phase- 
discriminating analysis permitted measurement of local 
changes in electrical activity. During hypoxia without 
gross changes in consciousness or behaviour, the main 
alteration in the electroencephalogram (EEG) was a 
gradual shift of the alpha frequency from 10 to 11 cycles 
per second (c/s) down to 5 to 6c/s, at which frequency 
it was still responsive to visual stimulation. In one 
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subject who fainted there was a more sudden appearance 
of theta (4 to 7 c/s) activity associated with autonomic 
signs, then abrupt appearance of delta (2 to 3-5 c/s) at 


_ the moment of fainting. The slowing of the EEG was 


accompanied by an increase in heart rate. During 
hypoglycaemia a similar shift in frequencies occurred, 
first evident at blood-sugar levels between 60 and 70 mg. 
per 100 ml., but the frequency did not usually fall below 
7 c/s. Visual stimuli were still effective. It is suggested 
that a similar mechanism underlies the action of hypoxia 
and hypoglycaemia, and that this includes a progressive 
deceleration of the synchronized beat of a uniform 
neurone population, which may be a component 
of a cortico-thalamo-cortical retro-active circuit. The 
changes in pentothal anaesthesia were more complex; 
higher frequencies appeared during the first stage, with 
clouding of consciousness or euphoria. At the moment 
when consciousness is lost the fast activity is replaced 
instantaneously by slow rhythms. Some alpha activity 
is present throughout but is not responsive to visual 
stimulation. During recovery fast activity returns before 
the slow rhythms disappear. The origin and significance 
of these various effects are discussed. 
W. Grey Walter 


2236. Spontaneous Subarachnoid Hemorrhage of 
Aneurysmal Origin. Factors Influencing Prognosis 
W.B.HamsBy. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 136, 522-528, Feb. 21, 1948. 
6 figs., 18 refs. 


This paper provides a statistical review of the symp- 
toms, signs, and outcome in 130 cases of spontaneous 
subarachnoid haemorrhage believed to be due to rup- 
tured aneurysms of the circle of Willis. The cause of 
bleeding was established at operation or necropsy in 
47 cases, and in 41 of these the bleeding was due to 
aneurysmal rupture. A brief review of the history and 
literature is followed by an analysis of personal cases. 
The anterior portion of the circle, fed by the carotid 
artery, was more often affected than the posterior, and 
the left side more often than the right. The immediate 
over-all {mortality was 51-5% and did not vary signi- 
ficantly with the patient’s age. The death rate was higher 
in second and subsequent attacks (72%) than in the first 
attack. J. St. C. Elkington 


2237. Vasopressor Reactivity in Cerebral Vascular 
Disease as Measured by the Cold Pressor Reaction 

A. H. Becker, J. MICHAELS, and C. B. WitBur. Journal 
of Nervous and Mental Disease [J. nerv. ment. Dis.] 107, 
160-166, Feb., 1948. 20 refs. 


The purpose of this investigation was to demonstrate 
the correlation between cerebral vascular disease and the 
reactivity of vasopressor centres as measured by the cold 
pressor reaction; 20 patients suffering from cerebral 
arteriosclerosis and 15 patients with meningo-vascular 
syphilis were selected. The average age of the combined 
groups was 59-83 years. Control groups were selected 
from healthy male subjects and divided into 2 groups 
with average ages of 53 and 24 years respectively. 


Patients with signs of anxiety or other complications were 
not included. In the test, the subject rests in a dark 
room; a basal level of blood pressure is then determined 
after several readings. The left hand is then immersed 
in water at 38° F. (3-3° C.) for 1 minute. Blood pressure 
is recorded 30 and 60 seconds afterwards. The results 
showed that with advancing age there is an increased 
average cold pressor response. An increase also occurred 
in meningo-vascular syphilis but the greatest reactions 
were noted in subjects with advanced cerebral arterio- 
sclerosis, particularly when hypertension was present. 
It would seem likely that when vascular changes have 
progressed to the extent of affecting higher cortical 
centres, the vasomotor centres are also either affected by 
generalized ischaemic changes or released from cortical 
inhibition. As abnormal reactions were obtained in 
cases of syphilitic vascular lesions it may be concluded 
that such abnormality of responses noted in cerebral 
arteriosclerosis cannot be attributed to other changes 
present in senility. A, Limentani 


2238. Transient Cerebral Paralysis in Hypertension and 
in Cerebral Embolism with Special Reference to the 
Pathogenesis of Chronic Hypertensive Encephalopathy 

G. W. PicKeRING. Journal of the American Medical 
Association [J. Amer. med. Ass.] 137, 423-430, May 29, 
1948. 2 figs., 38 refs. 


The views of Traube and Volhard concerning the 
mechanism of acute oedema of the brain are contrasted 
as a pathological basis for the cerebral incidents in acute 
nephritis, pregnancy toxaemia, and the acute exacerba- 
tions of chronic nephritis. Volhard supposed that the 
cerebral oedema was due to marked constriction of the 
arterioles with resulting anoxia and capillary damage. 
[Peabody in 1891 had ascribed the transient paralyses in 
chronic hypertension to spasm of a cerebral artery.] 
Because of the thinness of the walls of cerebral arteries, 
their relative lack of muscle, and their known feeble 
behaviour experimentally to vasoconstrictors, the hypo- 
thesis of local spasm is not one to be adopted if a 
reasonable alternative exists. Traube’s theory is that the 
oedema is caused by diminished blood proteins and 
raised arterial pressure, though no clear evidence has 


_ been produced to show that plasma proteins play any 


part. His explanation implies that the cerebral arterioles 
are relatively feebly constricted by the agent which in 
hypertension raises the arterial pressure, so that the 
cerebral capillary pressure is raised; if support of this, 
quite apart from the weak response of cerebral arterioles 
to constrictor agents, is the fact that there exists in 
hypertension a relation between cerebrospinal pressure 
and the diastolic arterial pressure. In chronic hyper- 
tension the attacks ‘are sometimes very brief; neverthe- 
less, Rosenberg’s study of the brains in 17 cases of 
malignant hypertension leaves undecided the problem 
whether the ischaemia is due to spasmodic or organic 
arterial obstruction, although in some cases the latter was 
clearly the cause; in 12 of his cases, for instance, he 
found multiple microscopic infarcts in the basal ganglia, 
cortex, white matter, brain stem, and cerebellum. 

The author, from a personal study of 11 cases of chronic © 
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hypertensive encephalopathy and a consideration of other 
published cases, concludes that there is no dividing line 
between the paralyses of cerebral origin that are transient 
and those that clear more slowly leaving a residual 
paralysis, and that both kinds of attack are associated 
with focal lesions of ischaemic origin in the brain. The 
speed and completeness of recovery from paralysis 
depend on the size of the final infarct and on its position. 
As thrombosis is not always found even in those brains 
which have been exhaustively studied, spasm as a cause 


‘cannot always be excluded. But because of the close 


resemblance between the cerebral events of chronic 
hypertensive encephalopathy and those complicating 
mitral stenosis and auricular fibrillation, several examples 
of which are quoted, the author concludes that the 
mechanism is probably the same—namely, obstruction 
of the arterioles, in the former instance by thrombosis, in 
the latter, embolism. The two principal factors in 
recovery would appear to be the opening up of the circula- 
tion by the moving on of the clot, possibly into a branch, 
and the restoration of the circulation through collateral 
channels. The author reminds us that in 1880 Hughlings 
Jackson said that “* transient paralysis may be owing to a 
small clot or to softening from blocking of a small 
vessel ”’. W. H. McMenemey 


2239. The Electroencephalogram in Cerebrovascular 
Disease 

H. Strauss and L. GREENSTEIN. Archives of Neurology 
and Psychiatry (Arch. Neurol. Psychiat., Chicago] 59, 
395-403, March, 1948. 5 refs. 


Electro-encephalographic (EEG) records were taken 
with 3 channels and an assortment of electrode place- 
ments. An elaborate classification of degrees and types 
of abnormality was employed to assist correlation 
with clinical features in 95 cases of cerebro-vascular 
catastrophe. There was some correlation with the state 
of consciousness. When present, an EEG focus cor- 
responded to the site of a lesion, but often there was no 
abnormality. In none of 14 cases with convulsions did 
epileptic EEG patterns appear. Abnormalities are much 
less frequent than in cases of cerebral tumour, and such 
as are found tend to diminish rather than to increase with 
time. W. Grey Walter 


2240. Subdural Hematoma: An Experimental Study 

R. CoHN. Archives of Neurology and Psychiatry [Arch. 
Neurol. Psychiat., Chicago] 59, 360-367, March, 1948. 
4 figs., 3 refs. 


Records were taken of the electroencephalogram (EEG) 
in 32 cats, electrodes being screwed into the skull a day 
or two previously. A 6-channel instrument was used 
with both unipolar and bipolar connections. The latter 
usually gave the most precise location of abnormal 
components. When the animals had recovered from the 
insertion of the’ electrodes, control records were taken 
and 2 to 4 ml. of citrated whole blood was then injected 
subdurally. Injection in the frontal region tended to 
increase respiration and pulse rates and decrease alertness 
at once; later, hemiplegias and gross autonomic disturb- 


ances appeared. Injection in the parietal area produced 
immediate paralysis and blindness. Four animals had 
convulsive seizures. The EEG disturbances consist of, 
first, total absence of all potential changes for 1 to 3 
minutes, then large slow irregular waves on the contra- 
lateral side, with continued quiet on the side of the lesion. 
Five minutes later in all regions there was often large 
slow activity, less complex and more rhythmic over the 
lesion. Ten minutes after the injection, bilateral small 
activity of higher frequency appeared, sometimes with 
volleys of spikes over the lesion. From this time on, 
focal delta waves were located over the lesion, the opposite 
side returning to normal over a period of weeks. The 
low-voltage phase is regarded as evidence of “ shock ”, 
the presence of slow waves as characteristic of reversible 
abnormality, persistence of low voltage as evidence of 
local destruction of nerve tissue, and return to normal 
patterns as recovery of normal function. These findings 
are not characteristic of haematoma, but are found with 
any acute lesion. W. Grey Walter 


2241. Congenital Extradural Medullary Cysts and their 
Relation to Juvenile Kyphosis. (Les kystes spinaux 
extraduraux congénitaux et leurs rapports avec la cyphose 
dorsale juvénile) 

L. Rouqugs, J. GuILLAUME, C. RIBADEAU-DuUMAS, and 
R. Roce. Annales de Médecine [Ann. Méd.] 49, 369- 
395, 1948. 6 figs., 29 refs. 


The authors report a case of spinal compression in the 
mid-dorsal region in a youth of 14 which proved to be due 
to an extradural cyst. The usual symptoms and signs of 
spinal compression were present including subarachnoid 
block and expansion of the spinal canal demonstrated 
by radiological examination. The wall of the cysts was 
of fibrous tissue. The literature on the subject is re- 
viewed in detail. J. St. C. Elkington 


2242. The Epileptic Attack, Sleep, Periodicity. (Anfall, 
Schlaf, Periodizitat) 

K. H. StauperR. Nervenarzt [Nervenarzt] 19, 107-119, 
March-April, 1948. 45 refs. 


Fits precipitated by disturbances of the usual sleep 
rhythm, especially deprivation of sleep, are described in 
soldiers on active service. They occurred for the first time 
in 38, who were all over the usual age for the onset of 
epilepsy. Fits became more frequent or recurred after 
a long free interval in 34 epileptics (3 with traumatic 
epilepsy), the patients showing increased excitability. 
In many subjects in both groups there were chronic or 
periodic sleep abnormalities, the most frequent being 
anxiety, tremors, or muscular twitchings on falling asleep 
or on awakening. There was marked lability of the 
rectal temperature in 20 of 26 patients; the daily varia- 
tion was over 1-°5° C., there was disturbance of the 
normal temperature rhythm, and a marked dependency 
on external temperature with rapid cooling when exposed 
to cold. The author compares the sleep abnormalities 
and temperature variations with the phenomena of 
hibernation. Sleep and temperature regulation in rela- 
tion to phylogenesis are discussed, and attention is drawn 
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to the possibility that the remains of a phylogenetically 
older thermo-regulating system act occasionally as a 
disturbing factor. The manifold relationship of the 
epileptic fit to the sleep rhythm is emphasized by the 
fact that fits often occur at definite hours in the night, 
and by the effect of ephedrine and hypnotics in treatment; 
sleep after an attack possesses a reparative function; if 
there is no such sleep or it is of short duration the next 
attack follows more quickly. Attention is drawn to the 
similarities of the electroencephalogram in sleep and 
epilepsy. Epilepsy is a periodic illness and is related to 
the problem of periodicity and rhythm in life processes 
generally. Sleep and fit show a reciprocal relation to 
other periodic events—for example, menstruation, which 
may precipitate fits or have its rhythm disturbed by status 
epilepticus. W. Forster 


2243. Experimental Forms of Human Epilepsy. I. 
Epilepsy Induced by Intermittent Rhythmical Stimulation 
by Light. (Les formes expérimentales de Ilépilepsie 
humaine: 1. L’épilepsie induite par la stimulation 
lumineuse intermittente rythmée ou épilepsie photo- 
génique) 

H. GastauTt, J. RoGer, and Y. GastauT. Revue 
Neurologique (Rev. neurol.| 80, 161-183, March, 1948. 
3 figs., 25 refs. 


This paper is based on the study of 13 cases of so-called 
reflex epilepsy or, as the authors prefer to call it, following 
Penfield and Erikson, “* sensory precipitation epilepsy ”’. 
The stimulus employed was an intermittent light, and 
this was found to induce epileptic manifestations, either 
clinical, electro-encephalographic, or both, in 13 of 317 
cases examined. The majority of these were children, 
some suffering from grand mal, others from petit mal. 
Manifestations of petit mal were more often induced, and 
characteristic spike and wave formations in the electro- 
encephalogram accompanied the clinical manifestations, 
or they might occur alone. The authors propose to 
continue their investigation using interrupted auditory 
stimuli. A considerable bibliography is given. 

J. St. C. Elkington 


2244. Choreic Encephalitis with Late Development of 
Parkinsonism. Success of Fever Therapy and of Irradia- 
tion of the Corpus Striatum. (Encéphalite choréique ou 
chorée prolongée. Evolution tardive vers le parkin- 
sonisme. Succés de la pyrétothérapie par le T.A.B. puis 
de la radiothérapie des noyaux gris centraux) 

G. TarpiEU, B. GUILLAUMONT, and J. Sutter. Bul- 
letins et Mémoires de la Société Médicale des Hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris| 64, 334-335, March 5, 
12, 19, 1948. 


The authors record a case of bilateral chorea of 2 years’ 
duration in a girl of 13, unassociated with any cardiac 
signs and thought to be of rheumatic origin. The attack 


subsided rapidly after a course of T.A.B. vaccine injec- | 


tions. One year later the patient returned with a second 
attack, which responded similarly. A year later a 
further relapse failed to respond to this treatment but 
cleared rapidly after a course of x rays applied to the 


basal ganglia. A further relapse a year later responded 
similarly to radiotherapy. A year later the patient 
returned with all the features of Parkinsonism, but, 
after a third course of x-ray therapy, made a complete 
recovery, which has been maintained. The authors are 
still doubtful whether they were dealing with an unusually 
prolonged case of Sydenham’s chorea or one of encepha- 
litis of choreic type. J. St. C. Elkington 


2245. Treatment of Parkinsonism by Irradiation of the 
Corpus Striatum. (Traitement des syndromes parkin- 
soniens par la radiothérapie des noyaux gris centraux) 
G. TARDIEU and B. GUILLAUMONT. Bulletins et Mémoires 
de la Société Médicale des Hépitaux de Paris [Bull. Soc. 
méd. Hop. Paris) 64, 335-340, March 5, 12, 19, 1948. 


The authors report the results of x-ray irradiation of 
the basal ganglia in 14 cases of Parkinson’s disease. 
Striking improvement is recorded in 8 cases, moderate 
improvement in 3, and none in 2. The duration of the 
illness did not influence the outcome, but improvement 
was greater in post-encephalitic cases. At the time of 
publication no patients treated had been followed up for 
more than 2 years. J. St. C. Elkington 


2246. Aminoaciduria in Progressive Muscular Dystrophy 
S. R. Ames and H. A. Ristey. Proceedings of the Society 
for ExperimentaF Biology and Medicine {Proc. Soc. exp. 
Biol., N.Y.) 68, 131-135, May, 1948. 1 fig., 7 refs. 


The authors studied amino-acid excretion in 32 patients 
with progressive muscular dystrophy by determining the 
amino-acid content of the urine chemically and chromato- 
graphically. By both methods it was found that both 
the number and amount of amino-acids excreted were 
well above the normal limits as shown by determinations 
in normal controls. The authors conclude that in pro- 
gressive muscular dystrophy there is a generalized amino- 
aciduria. Ruby O. Stern 


2247. On the Tensor Fasciae Latae Reflex. [In English] 
E. PEDERSEN. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] 23, 113-138, 1948. 1 fig., 32 refs. 


The author discusses the character and significance of 
the tensor fasciae latae reflex in health and disease. A 
brief account is given of the anatomy and embryology 
of this muscle, and this is followed by a historical survey 
of the reflex in question. This consists of a sharp 
contraction of the muscle upon stimulation of the sole of 
the foot, such as is used in eliciting the plantar reflex. — It 
was found that the reflex was present in 97% of normal 
subjects of all ages, and was most easily elicited from the 
inner margin of the sole. In abnormal states it was found 
to be abolished by interruption of either the afferent 
or the efferent limbs of the reflex arc, and to be accen- 
tuated in conditions where there was damage to the 
pyramidal tracts. In such cases the reflex was not only 
more powerful but could be elicited from cutaneous areas 
outside the normal zone of excitation in the sole. 

J. St. C. Elkington 


| 
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2248. Involutional Psychosis: Course when Untreated 
and when Treated with Electric Shock 

P. E. Huston and L. M. Locuer. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 59, 
385-394, March, 1948. 20 refs. 


Two series of patients with involution psychoses either 
of the melancholic or paranoid or mixed type are com- 
pared, | group having been treated with electric shock 
and the other not so treated. The paranoid type 
showed relatively little improvement in both series. Of 
those who did not receive shock therapy, 52° recovered 
spontaneously, 20% remained ill, 10° committed suicide, 
10% died directly from the disease, and 10% died from 
other causes; 80% of those treated by shock recovered 
and the course of their illness was much shortened. Of 
the 31% who relapsed 80% responded to further series of 
treatments. The relation between severe symptoms and 
early suicide or death in the control group is of practical 
significance in relation to recommendation of early 
treatment. R. G. Gordon 


2249. Encephalographic Investigations of Psychiatric 
Patients. [In English] 

A. HAUGEN and J. Hove. Acta Psychiatrica et Neuro- 
logica [Acta psychiat., Kbh.] 23, 79-93, 1948. 2 figs., 
9 refs. 


This paper reports the results of air encephalogram 
examinations in 259 psychiatric patients, including those 
with psychoneuroses, different varieties of psychosis, 
pre-senile dementia, and epilepsy. The incidence of 
various types of ventricular abnormality is recorded, but 
the relation of these abnormalities to the nature of the 
psychiatric disorder is not very clear. Reference is made 
to complications and disturbances following the use of 
this method. J. St. C. Elkington 


2250. Psychiatric Disorders Among the Chronic Sick in 
Hospital 

J. W. ArrLteck. Journal of Mental Science [J. ment. 
Sci.] 94, 33-45, Jan., 1948. 7 refs. 


Between 1907 and 1937, the number of first-attack 
admissions into the mental hospitals of England and 
Wales of patients of 65 years and over declined, whereas 
the corresponding figure in the United States increased. 
This difference has been explained on the grounds that 
in England large numbers of such cases were cared for 
in other institutions or at home, whereas in America less 
alternative accommodation was provided. It is probable 
that this trend was reduced in England during the war 


because of the mobilization of women and the greater ° 


difficulty of caring for the patients at home, in nursing 
homes, and in local hospitals. 
The author has undertaken a survey at Leeds of the 
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patients in 5 hospitals governed by the Local Authority 
Public Health Committee, catering for the chronic sick. 
Of 788 patients examined (552 women and 236 men), 
37-3% had some form of mental disorder; the sexes were 
nearly equally affected; in the age group 45-65, more 
than 50% showed mental symptoms. Eighty per cent. 
of the psychiatric cases had an “* obvious organic element 
in the aetiology of their disorder”, but senile dementia 
by no means accounted for them all; other forms of 
organic dementia were frequently found while depressive 
illnesses, paranoid reactions, mental deficiency, and 
neuroses all provided a significant contribution. As 
the result of these findings the author makes various 
recommendations for the provision of special facilities 
for the care of the chronic sick with particular reference 
to the psychiatric aspects of the problem, including the 
planning of suitable hospitals and the appointment of 
medical, psychiatric, surgical, orthopaedic, and ophthal- 
mic specialists. The difficulty of attracting adequate 
numbers of suitable nurses to care for the chronic sick is 
also discussed in a practical manner. 

[This article is based on an examination of existing 
conditions and should receive careful consideration by 
those responsible for planning the hospital services. ] 

P. Mallinson 


2251. Kurt Schneider’s Classification of Psychopaths. 
(Kurt Schneiders Einteilung der Psychopathien) 

A. H. ARNFRED. Acta Psychiatrica et Neurologica 
[Acta psychiat., Kbh.} Suppl. 47, 66-74, 1947. 5 refs. 


One of the main subjects discussed at the Eighth Con- 
gress of Scandinavian Psychiatrists in Copenhagen in 
1946 was the problem of psychopathic personalities. 
Of various suggested classifications the author favours the 
original classification of Schneider proposed in 1923. An 
analysis of clinical histories of psychopaths who were 
treated in mental hospitals in Denmark enabled the 
author to select and to classify a group of 147 cases. 
Schneider’s classification consists of the following types: 
the hyperthymic, the depressive, the fanatic, the power- 
seeking, the emotionally unstable, the explosive, the will- 
power-lacking, the emotionally rigid, the asthenic and 
the confidence-lacking types. After giving a short 
description of these various types the author discusses 
his group of cases. In mental hospitals the emotionally 
unstable and the power-seeking psychopath are most 
commonly met with. The latter group includes the 
** pathological liar and swindler”. The cases admitted 
on account of an episodic psychosis, usually precipitated 
by environmental factors, belonged to the group of 
depressive and asthenic psychopaths. Comparing his 
cases with those of Dickmeiss, who as the Chief Police 
Psychiatrist in Copenhagen also adopted Schneider’s 
classification, the author points out that the anti-social 
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and delinquent psychopath usually belongs to the “ will- 
power-lacking” or “emotionally unstable” groups. 
The descriptive classification proposed by Schneider 
neglects to some extent the deeper psychological analysis, 
and it must be remembered that the diagnostic label should 
not prevent the psychiatrist from a more dynamic under- 
standing of each individual case. J. T. Leyberg 


2252. Preliminary Studies on a Possible Serum Toxicity 
in Schizophrenia. [In English] 

T. SJGVALL. Acta Psychiatrica et Neurologica [Acta 
psychiat., Kbh.] Suppl. 47, 105-117, 1947. 16 refs. 


It has been suggested that schizophrenia is due to an 
intoxication of the central nervous system by toxic meta- 
bolites produced by some disturbance of the intermediate 
metabolism. If these toxins are carried to the nervous 
system by the blood stream it should be possible to detect 
them, irrespective of their exact chemical composition, 
by animal experiments. Many workers have claimed to 
produce evidence that the serum of schizophrenics is 
more toxic to animals than is the serum of normal human 
beings. Nevertheless, a critical survey of the literature 
suggests that so far nothing definite can be claimed. Sera 
from 24 schizophrenics, hebephrenics, and catatonics 
and 24 healthy controls were investigated. Each sample 
was injected into 30 mice. The mice which died did so 
within 48 hours. The mean number of deaths caused by 
normal sera was 8:2-+-2-8; the corresponding figures for 
sera from schizophrenic patients was 22:9--1-8. It is 
clear therefore that the latter were more toxic than 
normal sera. Congo-red, xanthoprotein, and Weltmann 
tests on the sera, and total albumin determination, gave 
negative results, thus throwing no light on the nature of 
the toxin, which, however, seemed to be haemolytic since 
haemoglobinuria was observed very soon after the 
injections. This haemolytic principle may be related to 
the incidence of schizophrenia and especially of acute 
exacerbations. More work is required, however, to 
prove for certain that the haemolytic toxin is associated 
with the schizophrenia and not with secondary factors, 
such as medication, diet, or special modes of life. 

R. G. Gordon 


2253. Pupillary Abnormalities in Schizophrenia and 
During Muscular Effort 

P.R. A. May. Journal of Mental Science [J. ment. Sci.] 
94, 89-98, Jan., 1948. 6 refs. 


Pupillary inequality and reactions to pain, light, and 
muscular effort were studied in 343 male schizophrenic 
patients and in 100 male controls all under 55. A con- 
stant technique of examination was used. A _ high 
incidence of diminished pupillary response to pain, light, 
and muscular effort was found in a clinically mixed group 
of schizophrenic patients. Such changes may cause 
confusion in the differential diagnosis from neurosyphilis. 
The author believes that both physiological and psycho- 
genic factors are concerned in these phenomena, and that 
the responses of the pupil can be correlated with the 
diminished reactivity of the schizophrenic to other stimuli. 

E. W. Anderson 
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2254. Investigations into the Phenomenon of “ Insulin- 7 - 
inhibition ” in Schizophrenics. (Ricerche sul fenomeno 
dell’ ** insulino-inibizione ” negli schizofrenici) 

G. REALE. Rassegna di Studi Psichiatrici [Rass. Studi 
psichiat.) 37, 36-45, Jan.—Feb., 1948. 3 figs., biblio- 
graphy. 


The purpose of this work was to verify the existence of a 
substance which inhibits the action of insulin in schizo- 
phrenia, as postulated by Meduna and others. Blood 
sugar was estimated in 20 schizophrenic patients, after 
administration of glucose, at half-hourly intervals for 
34 hours, in the first instance. Glycaemic curves were 
obtained again a week later after 15 units of insulin had 
been administered. Individual variations were noted, 
but they were of no particular significance and were in 
every way similar to those observed in normal subjects. 
In view of these results, and taking into consideration 
other reports on the same subject, the author concludes 
that there is little evidence at present for admitting the 
presence of an insulin-inhibitory substance in schizo- 
phrenia. A. Limentani 


2255. Some Observations on the Analytical Group 
Treatment of a Phobic Patient 

F. KrAupL. Journal of Mental Science [J. ment. Sci.] 
94, 77-88, Jan., 1948. 12 refs. 


The author reports in some detail the case of a man of 
38 with a travel phobia. The interpretation follows 
psychoanalytical lines; “* anal erotic, sado-masochistic 
and bi-sexual trends with repressed passive homo-erotic 
impulses’ were noted. Individual treatment before 
group therapy had proved ineffective. Group therapy 
diminished the patient’s feelings of guilt and induced him 
to accept certain of these trends. The range of this form 
of therapy seems to be determined by the group setting as 
such, as well as by its special composition. Research 
with groups of different compositions is urged. 

E. W. Anderson 


2256. Disturbances of Cortical Function after Electro- — 
shock. (Uber nach Elektroschock auftretende kortikale 
Funktionsst6rungen) 

A. JuBA. Schweizer Archiv fiir Neurologie und Psychiatrie 
[Schweiz. Arch. Neurol. Psychiat.] 61, 217-226, 1948. 
17 refs. 


Observation of patients shortly after electroshock 
revealed transitory disturbances of cortical functions. 
As soon as consciousness was regained patients were 
asked certain questions to test the existence of various 
forms of agnosia. The author describes in detail 5 
typical cases; in all of them the Gerstman syndrome 
(finger agnosia) was present. Despite the fact that the 
patients were able to name other parts of the body and the 
general orientation was good there was inability to 
recognize and name fingers. The finger agnosia lasted 
from 4 hour to 2 hours after the shock. When Binet- 
Simon pictures were shown the description given by the 
patients referred to separate simple figures, and there was 
a marked inability to grasp the meaning of the picture as a 
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whole; the ability to recognize spatial relationship was 
also disturbed. In 2 of the cases the body-image was 
slightly distorted. These findings are discussed as 
indicating a localized disturbance of the left parieto- 
occipital cortex and special importance is attached to the 
frequency with which finger agnosia was recorded. This 
syndrome, according to Gerstman, points to a lesion in 
the left angular gyrus. The angular cortex (Brodman’s 
area 39) appears to be specially vulnerable to electric 
stimulation; this may be explained by the fact that it is 
phylogenetically new and the restitution of its functional 
integrity takes a longer time. J. T. Leyberg 


2257. Electro-encephalographic Patterns in Experimental 
Epilepsy 

B. L. PAceLLa, N. Kopecorr, and L. M. Kopecorr. 
Journal of Nervous and Mental Disease [J. nerv. ment. 
Dis.) 107, 99-104, Feb., 1948. 4 figs., 3 refs. 


The application of alumina cream to one side of the 
brain of monkeys caused the production of chronic 
recurrent epilepsy with typical electroencephalographic 
patterns. The principal findings included irregular 
delta activity, high-voltage spike potential, numerous 
sharp formations, and fast activity. Bilateral abnormali- 
ties with similar activities also occurred. Such changes, 
observed for periods of from 2 to 5 years, were indicative 
of the formation of an active epileptogenic zone and in 
many ways similar to changes noted in constitutional 
and post-traumatic epilepsy. Subconvulsive doses of 
**metrazol” increased the focal discharge where the 
= abnormality was limited but did not influence the more 
a, abnormal tracings. A. Limentani 


Hice 2258. Observations on the Effectiveness of Prefrontal 
Leucotomy in Chronic Schizophrenia. (Erfahrungen 
BF iiber die Wirksamkeit der prafrontalen Leukotomie bei 
chronischen Schizophrenien) 
H. Micuert. Schweizer Archiv fiir Neurologie und 
Psychiatrie [Schweiz. Arch. Neurol. Psychiat.) 61, 256- 
279, 1948. 9 refs. 


& After a detailed survey of the literature dealing with 
x prefrontal leucotomy the author describes observations 
= on 12 chronic schizophrenic patients who underwent the 
‘i operation in the Berne University Clinic. The results 
were similar to the findings reported by British authors. 
One patient made a social recovery, 3 improved greatly, 
5 improved slightly, and 3 remained unchanged. In 
most cases there was a definite improvement in affectivity 
and behaviour; the patients became more sociable, more 
co-operative, quieter, and much easier to manage. Their 
behaviour was much less destructive and mischievous. 
Obsessional symptoms and anxiety were not so noticeable 
after leucotomy. The operation had no effect, however, 
upon hallucinations and delusions. Although these may 
become temporarily less distressing owing to the relief 
from emotional tension in patients subjected to leuco- 
tomy, in the author’s view schizophrenic patients with 
delusions and hallucinations seldom benefit from the 
operation. The best results were obtained in cases where 
the pre-psychotic personality was not completely dis- 
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integrated. A definite frontal syndrome after the 
operation was seen in 2 cases only; it is doubtful whether 
the beneficial effects of leucotomy can be attributed to the 
formation of a frontal personality change. In view of 
the fact that all were chronic cases which had failed to 
respond to other forms of treatment, the results should be 
regarded as favourable. The duration of the psychosis 
is of less importance in selecting cases for leucotomy than 
the symptomatology of the individual case and the degree 
of preservation of the personality. J. T. Leyberg 


2259. Insulin Subshock (Subcoma) 
Psychoses and Psychoneuroses 

D. J. SULLIVAN. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 59, 184-214, Feb., 
1948. 


The technique described in this paper differs in some 
ways from the technique of modified insulin treatment 
commonly used in Britain. The treatment is given 
twice every day for 4 weeks. The first dose varies from 
20 to 30 units of insulin. Each subsequent dose is 
increased by 5 units until a marked subshock reaction 
is obtained. The first injection is given at 7 a.m. fol- 
lowed by breakfast at 10 a.m. A second injection is 
given at | p.m. with lunch at 4 p.m. Usual precautions 
are taken to avoid the occurrence of coma, a sweetened 
drink being as a rule all that is required to discontinue 
the subcoma. Adequate subshock reactions are usually 
obtained in 3 to 4 days. In cases of severe excitement 
2 additional doses of insulin are given at 7 p.m. and 
at 1 a.m. followed by meals 3 hours later. The treat- 
ment was carried out in a U.S.A. Military Hospital 
during 1944 and 1945; in a series of 393 patients there 
was 1 death from irreversible insulin shock occurring 
on the fifth day and attributed by the author to a possible 
allergic response of unknown type. At some time during 
the 30 days of treatment 10% of the patients had 1 
convulsion, this being the only other complication 
requiring special attention. 

In a small group of 69 cases of severe psychoneurosis 
the response to treatment was immediate. In a second 
group consisting of psychotic cases there were approxi- 
mately 300 patients with a diagnosis of “ psychosis 
unclassified, acute schizophrenic reaction”. Many of 
them had been psychotic for 3 or 4 months before reaching 
hospital from overseas. In most of these patients the 
condition improved considerably or was in remission at 
the end of the treatment. Only 10% of patients who were 
psychotic on admission was eventually transferred to the 
Veterans’ Hospitals. The patients who failed to respond 
were those with hebephrenic schizophrenia, manic states, 
and atypical depression. The author therefore believes 
that insulin in subshock doses is of considerable value in 
the treatment of the schizophrenic-like psychosis, so 
frequently met with in military personnel, as well as in 
the case of undiagnosed psychosis with schizophrenic 
features. Diagnostic distribution of case material and 
detailed results are given. A number of cases are 
reported in full. A. Limentani 


See also Section Cardiovascular Disorders, Abstract 
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Infectious Diseases 


VIRUS INFECTIONS 


2260. Experimental Attempts to Transmit Phlebotomus 
({Sandfly, Pappataci) and Dengue Fevers to Chimpanzees 
J. R. Paut, J. L. Mecnick, and A. B. SABIN. Proceed- 
ings of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 68, 193-198, May, 1948. 
3 figs., 10 refs. 


Six chimpanzees were inoculated subcutaneously 
{0-5 to 0-9 ml.) and intracutaneously (0:5 to 0-9 ml.) 
with human serum collected from natural cases of. 
phlebotomus fever and stored on dry ice for about 3 years. 
(Sabin has found human serum to be infective after 
4 years of storage on dry ice.) None of the animals 
exhibited any sign of illness other than fever, which was 
measured in only 2 of them, and the very slight tempera- 
ture rise which occurred in these 2 animals cannot be 
interpreted with certainty. In the absence of leucocyte 
studies and subinoculation tests in human volunteers, 
there is no evidence to indicate one way or another 
whether chimpanzees are susceptible to this virus. Nine 
chimpanzees, including 4 of those used in the above 
experiment, were inoculated subcutaneously with human 
dengue virus from Hawaii. There was no clinical evi- 
dence of infection or striking elevation of temperature. 
However, those whose serum was tested were shown to 
have developed neutralizing antibodies to the homologous 
mouse-adapted dengue virus following inoculation. 

F. O. MacCallum 


2261. Observations on Post-measles Encephalitis. (Con- 
tributo allo studio delle encefaliti postmorbillose) 

G. BroGiand L. Lanpucci. Rivista-di Clinica Pediatrica 
[Rev. Clin. pediat.] 46, 83-97, Feb., 1948. 6 figs., 28 refs. 


From the Paediatric Department of the University of 
Siena the authors report 4 cases of post-measles encepha- 
litis, in children aged 5, 7, 44, and 9 years respectively. 
These cases were observed during an epidemic of measles 
in Tuscany between March and August, 1946. In all 
cases the neurological complication began after the 
disappearance of the rash and the onset was either sudden 
or slowly progressive, with or without pyrexia. In the 
first case there was an ataxic syndrome, in the second 
catatonia and aphasia, and in the third convulsions and, 
on discharge, a moderate ataxia. These 3 children 
recovered completely. The second child, who was 
critically ill, improved dramatically after administration 
of serum from a patient who had just recovered from 
post-measles encephalitis. The fourth child was admitted 
in convulsions and coma and was discharged 12 hours 
after admission at the parents’ request. 

The authors discuss 3 theories of the aetiology of post- 
measles encephalitis: invasion of the nervous system by 
the virus of measles, activation of a latent virus, and an 


allergic reaction taking place in the nervous system. The 
authors on the whole are in favour of the theory of 
activation of a latent virus, a view which is supported 
by the result of treatment in their second case. This 
patient responded to serum from a post-encephalitic case, 
while another did not respond to administration of paren- 
tal serum. 

[Barnes et al. (Lancet, 1937, 1, 687) reported a favour- 
able result from the use of serum obtained from a patient 
who had recovered from post-measles encephalitis. ] 

P. E. Polani 


2262. Evaluation of Aids to Muscle Reeducation in the 
Treatment of Poliomyelitis 

F. J. KotrKe, B. S. TEIGEN, S. S1eEGEL, and M. E. Knapp. 
Archives of Physical Medicine [Arch. phys. Med.] 29, 
141-147, March, 1948. 5 figs., 7 refs. 


The diminution of muscle spasm in poliomyelitis by 
the use of hot packs, neostigmine, and curare has been 
advocated. An attempt was made by the authors in 
the Minnesota epidemic of 1946 to evaluate objectively 
the use of hot foments and curare as adjuvants to the 
standard physical measure of gentle passive stretching for 
muscle spasm and shortening in the subacute stage of the 
disease. The results are summarized in 17 cases treated 
within 2 weeks of the onset of the disease. In 5 patients 
only stretching, or injection of saline and procaine with 
‘stretching, was carried out. Four received hot foments 
and stretching, and 8 received curare (about 1-5 units per 
kg. of aqueous “ intocostrin ’’) and stretching. Curare. 
was not found to relieve the pain caused by stretching 
muscles in spasm. In 1 case spasm developed in a new 
muscle group in a patient who was already receiving 
curare. None of the adjuvant measures used had any 
significant effect on the spasm and shortening. The 
authors suggest that careful stretching alone is all that 
may be necessary. Andrew Zinovieff 


2263. On the Preparation of a Formalinized Aluminium 
hydroxide Vaccine with the Murine S.K. Poliomyelitis 
Strain (Jungeblut and Sanders). [In English] 

A. FRANTZEN. Acta’ Pathologica et Microbiologica 
Scandinavica {Acta path. microbiol. scand.| 25, 351-355, 
1948. 5 refs. 


The mouse-adapted SK strain of poliomyelitis virus was 
grown in tissue culture consisting of embryo mouse brain 
in Tyrode solution in an atmosphere containing from 
2 to 6% of carbon dioxide. Passages were made every 
48 hours and incubation was carried out at 35°C. After 
23 passages the titre of the supernatant fluid was 10°. 
It was removed and neutralized with hydrochloric acid 
to pH 7-4, and a slight precipitate which formed was 
removed by centrifugation. Aluminium hydroxide gel 
was then added in the proportion of 1 part of gel to 4 parts 
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of culture supernatant. The gel was then removed by 
centrifugation and resuspended in buffered saline of 
pH 7-38. Titrations showed that the gel had adsorbed 
most of the virus, since the titre of the supernatant fluid 
had fallen from 10° to 10. The virus was inactivated by 
treating the gel suspension with 0-1% formalin at 25° C. 
The inactivated suspension was then used in immuniza- 
tion experiments which are described in the following 
paper. [See Abstract 2264.] D. J. Bauer 


2264. Mice Immunization Tests with Various Polio- 
myelitis Vaccines and Sera. [In English] 

F. KAUFFMANN and A. FRANTZEN. Acta Pathologica et 
Microbiologica Scandinavica [Acta path. microbiol. 
scand.} 25, 356-359, 1948. 3 refs. 


A vaccine was prepared with the SK strain of murine 
poliomyelitis virus by adsorption on to aluminium 
hydroxide according to the method described in Abstract 
2263. From | to 6 doses of the vaccine were given to 
mice by intraperitoneal injection at intervals of 3 to 4 
days; at the end of the course of vaccination living SK 
virus was given intraperitoneally in varying doses. In 
this way it was found that 4 doses of vaccine conferred 
protection against a challenge dose of 1,000 LD 50, 
while 2 doses conferred a definite but lesser degree of 
immunity. A vaccine prepared by treating mouse brain 
containing SK virus with formalin was also tested, and 
was found to be as effective as the aluminium-hydroxide 
type of vaccine. Vaccine was also prepared with Theiler’s 
FA strain of murine poliomyelitis virus. This protected 
against subsequent infection with FA virus, but not with 
SK, and conversely SK vaccine did not protect against 
subsequent infection with FA virus, showing a lack of 
serological relationship between these 2 strains. Similar 
results were also obtained in cross-neutralization tests. 
In conclusion, the work is considered in the light of its 
possible bearing upon active immunization against polio- 
myelitis in human beings; it is pointed out that the 
murine strains would probably be too remote in their 
antigenic composition to be of any value in human 
immunization. D. J. Bauer 


2265. The Neutralization of the Mouse-adapted Polio- 
myelitis Virus by the Sera ef Patients, Family Contacts, 
and Normal Children in Les Angeles 

C. F. Part, J. F. Kesset, and P. GROSSMAN. American 
Journal of Hygiene {Amer. J. Hyg.] 47, 335-344, May, 
1948. 2 figs., 8 refs. 


With the adaptation of certain strains of poliomyelitis 
virus to small laboratory animals, investigation of sero- 
logical problems became easier. A number of such 
studies have now been reported, the Lansing strain of 
virus usually being employed as antigen. It had been 
hoped that with this strain and paired human sera from 
cases of poliomyelitis, it might be possible to demonstrate 
a rise in antibody. The hope that such a test could be 
useful in diagnosis has not been fulfilled, mainly because 
antibody is so often found in the acute phase sample of 
serum from cases of the disease, and the present study 
contains further confirmation of this point. 


INFECTIOUS DISEASES 


Additional observations of interest were as follows 
Neutralizing antibody was found in a high proportion 
of human sera from persons with no history of clinical 
poliomyelitis. Tests on the serum of 9 young mothers 
before labour and on the serum of their offspring at 
the time of delivery showed complete correspondence; 
when antibody was present in the mother’s serum it 
appeared in the baby’s serum in equal quantity. Tests 
on the sera of children in different age groups showed 
that from 0 to 5 months, 16 of 22 were positive (72-7%), 
whereas from 6 to 11 months only 4 of 15 were positive 
(26-6%), and from 12 to 23 months likewise only 4 of 15 
were positive. After the age of 2 the percentage of 
samples neutralizing Lansing virus steadily increased 
from 63-6 at 2 to 3 years to 83-3 at 8 to 11 years, which 
latter figure corresponds to the findings in adults. 

[The interpretation of the significance of antibody tests 
with Lansing virus is still uncertain, partly because the 
antigenic relation of this strain to monkey-pathogenic 
strains is imperfectly understood.] A. J. Rhodes 


2266. The Relationship Between the Antipoliomyelitic 
Properties of Human Nasopharyngeal Secretions and 
Blood Serums 

E.J. BELL. American Journal of Hygiene [Amer. J. Hyg.] 
47, 351-369, May, 1948. 3 figs., 37 refs. 


It has been known for many years that nasal washings 
may neutralize poliomyelitis virus, but this property has 
been held to be non-specific. The author now reports 
studies suggesting that the neutralizing substance is 
antibody. 

Nasopharyngeal secretions were collected by a special 
technique. Neutralizing tests were carried out in mice, 
the Lansing strain being used as antigen. The secretions 
of 32 to 68 “* normal” adults (in Baltimore) neutralized 
the Lansing strain of poliomyelitis virus. The serum of 
51 of 68 persons also neutralized and that of 17 persons 
failed in this test. Of 32 persons with secretions that 
neutralized the virus all but 2 showed serum antibody as 
well. Of the 51 whose serum neutralized, fewer than 
two-thirds had positive secretions. It appeared that 
antibody “ spilled over ’’ trom the serum above a certain 
level. In further support of the claim that the 
neutralizing substance in the secretions is specific anti- 
body, it was found that the St. Louis encephalitis and 
Western equine encephalomyelitis viruses were not 
neutralized. 

It is interesting to speculate whether the presence of 
antibody in the upper respiratory tract plays any part in 
hindering invasion of virus in this area. A.J. Rhodes 


2267. The Changes in the Serum Proteins in Patients 
with Experimentally Induced Infectious Hepatitis 

W. P. Havens and T.-L. WiLLiAMs. Journal of Clinical 
Investigation [J. clin. Invest.] 27, 340-345, May, 1948. 
4 figs., 21 refs. 


During an extensive study of acute infective hepatitis 
experimentally produced in healthy male human volun- 
teers alterations in the serum proteins were examined by 
a method of differential precipitation. ~All the 29 patients 
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were jaundiced. It was found that the alterations follow 
a regular pattern. Nothing much happens until the 
period of defervescence at the end of the first week, when 
there is a striking decrease in serum albumin and increase 
in serum globulin so that the normal albumin-globulin 
ratio is completely reversed. The main increase is in 
euglobulin, but pseudoglobulin also rises. Serum 
albumin returns to normal in 5 weeks, but serum 
globulin remains above normal for as long as 34 months. 
J. W. McNee 


2268. Results of Heterophile Antibody Agglutination 
and Kahn Tests in Patients with Viral Hepatitis 

W. P. Havens, J. M. GAMBESCIA, and M. KNOWLTON. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N. aj 67, 437-440, April, 
1948. 11 refs. 


Heterophile antibody agglutination, Kahn, and cold 
agglutinin tests were carried out in two groups of patients 
suffering from virus hepatitis. The first group comprised 
30 healthy volunteers, in whom all tests had previously 
been negative. The second group were patients from 
an army hospital who were known not to have syphilis. 
The first group failed to develop heterophile antibodies, 
while sera from 3-3% of the second group showed titres 
of 1 : 56, the majority after 2 to 5 weeks, which were 
reduced to 1 : 7 or became negative after absorption on 
boiled guinea-pig kidney. In one of the volunteers, 
who suffered from a Salmonella cholera suis bacteriaemia, 
there was a positive Kahn reaction in the second week, 
which reverted to negative in the seventh week. Of the 
second group 1:7% gave a positive Kahn reaction, 
mainly during the first 2 weeks, which became negative 
after varying periods. None of the volunteers developed 
cold agglutinins, while 0-6% of the second group did so 
to a titre of 1 : 32, the reaction becoming negative after 
1 week. R. Salm 


BACTERIAL INFECTIONS 


2269. Bone and Joint Lesions in Leprosy: A Radiologic 
Study 

G. EsGuERRA-GOmEz and E. Acosta. Radiology 
[Radiology] 50, 619-631, May, 1948. 24 figs., 10 refs. 


The authors analysed the radiographic and clinical 
findings in 483 lepers. In 306 of these there were varying 
degrees of mutilation of the digits. Radiographically 
the phalanges might show a degree of’ decalcification 
sometimes associated with a form of osteitis multiplex 
cystica. In the terminal phalanges there ‘were varying 
degrees of absorption. Joint destruction with softening 
and pressure deformities, and neurotrophic joints with 
destruction of the joint surfaces, were observed. In 
177 of the cases skin lesions prevailed with little or no 
clinical sign of skeletal destruction, but on radiographic 
examination about half of these patients were found to 
have decalcification of the phalanges, and in 68°% there 
were bone changes suggestive of leprosy. 

James F. Brailsford 
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2270. Action of Streptomycin on Leprosy. (Uber die: 
Wirkung des Streptomycins auf Lepra) 

J. GritLo. Zeitschrift fiir Hygiene und Infektionskrank- 
heiten [Z. Hyg. InfektKr.] 127, 588-591, April, 1948. 
2 figs., 7 refs. 


It has been observed that substances such as certain 
sulphones are beneficial in tuberculosis and also in 
leprosy; the author therefore tried streptomycin (which 


- is of proven value in certain types of tuberculosis) in a. 


case of leprosy. The treatment caused a pronounced 
clinical improvement as well as a reduction in the acid- 
fast bacilli in the skin, lymph nodes, and lepromatous 
nodules. The case was a fairly severe-one and treatment 
with streptomycin was given for 3 months. At first, 
4 g. was injected daily, 0-5 g. being given intramuscularly 
every 3 hours, and after only 12 days there was a notice- 
able improvement and a diminution in the leproma. 
After a total dose of 300 g. had been given the daily 
dose was reduced to 2 to 3 g. every 4 or 6 hours. The 
total amount eventually administered was 360 g. Certain 
slight toxic reactions were observed, but it was not neces- 
sary to cease the treatment. © R. Wien 


2271. Calciferol Treatment of Leprosy. Preliminary 
Report of Two Cases 

H. T. CHAGLASSIAN. Journal of Investigative Derma-. 
tology [J. invest. Derm.] 10, 303-304, May, 1948. 3 refs. 


Two cases of tuberculoid leprosy were treated by 
the administration of calciferol. There was such pro- 
nounced improvement in both cases that the author is 
planning further experiments in a larger group of patients. 

G. B. Mitchell-Heggs 


2272. Penicillin and Sulphathiazole in Typhoid Fever 
G. BEvAN, R. Evans, I. PuGH, M. V. N. Supps, M. T. 
Parker, and A. F.S. SLADDEN. Lancet es 1, 545- 
550, April 10, 1948. 7 refs. 


The typhoid fever outbreak in Aberystwyth in July— 
August, 1946, was attributed to infection of ice-cream 
by a urinary carrier; there were 202 cases, a high pro- 
portion of which were in children. The infecting organism 
was shown to be a strain of Vi-phage type C. The cases 
as a whole were not of a very severe type, the case fatality 
rate for the outbreak being 3-6%, compared with 9-6% 
in the milk-borne outbreak of 1936 in Bournemouth and 
14% in the water-borne outbreak of 1937 in Croydon. 
While the low mortality rate may be partly explained 
by the relative mildness of the disease in the children, 
something appears to have been accomplished by ad- 
ministration of penicillin, sulphathiazole, and Felix’s 
anti-typhoid serum. Of the 25 patients treated with this 
combination none died, and these included 5 whose. 
condition caused the gravest anxiety. However, in the 
39 cases treated by penicillin-sulphathiazole in the 
dosage suggested by McSweeney the speedy disappearance: 
of toxaemia and subsidence of pyrexia described by: 
McSweeney were not observed. This is an important:. 
finding because the number of cases treated was con-.. 
siderable, and included 26 controlled cases in which the: . 
treatment had no appreciable clinical effect. Further, 
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a considerable proportion of patients yielded positive 
blood cultures shortly after completion of the penicillin— 
sulphathiazole treatment, and faecal excretion of typhoid 
bacilli during convalescence was not shorter in the 
treated groups than in the controls. 

The treatment was given in 3 different hospitals. Very 
few children were included in the investigation, in view of 
the tendency to mildness of the‘disease in children. The 
dosage of penicillin and sulphathiazole followed very 
closely that suggested by McSweeney, namely, two courses 
of 10,000,000 units of penicillin and 34 g. of sulpha- 
thiazole, each course lasting for 4 days. The authors 
state clearly that this dosage was ineffective in the 
treatment of the severe type of case; they had, however, 
no opportunity of testing the effect of doubling the dose 
of penicillin or increasing it even further. Tests for 
sensitivity of the type C strain isolated in the outbreak 
showed it to be slightly more sensitive than 4 strains 
of other phage types. [The results of these tests are not 
given in quantitative terms and will be reported else- 
where.] The authors are so convinced of the negative 
results of this investigation that they consider it neces- 
sary to warn against the indiscriminate use of penicillin— 
sulphathiazole in the treatment of typhoid fever. 

H. Stanley Banks 


2273. Comparative Efficiency of Rectal Swabs and Fecal 
Specimens in Detecting Typhoid and Salmonella Cases and 
Carriers 

H. J. SHAUGHNESSY, F. FrRiewer, and A. SNYDER. 
American Journal of Public Health [Amer. J. publ. Hith] 
38, 670-675, May, 1948. 8 refs. 


The superiority of examination of rectal swabs over 
stool examination in the diagnosis of bacillary dysentery 
being well known, the authors decided to compare the 
efficiency of these two methods in the diagnosis of typhoid 
and salmonella infections. Forty-three patients with 
histories of a typhoid or salmonella carrier state were 
investigated, the cases being selected so that persistent, 
intermittent, and infrequent carriers were all represented. 
Pre-cathartic rectal swabs and stools were collected 
from each patient on the same day. On this day the 
patients were given bile salts and, on the following day, a 
saline cathartic. Two rectal swabs and a stool specimen 
were collected from each patient after the first bowel 
movement. An attempt was also made to collect 6 
series of pre-cathartic and post-cathartic specimens from 
each patient, but was not always successful. As soon as 
collected, one swab was plated on Hajna—Perry agar and 
the other inoculated into a tube containing 2 to 3 ml. of 
selenite medium. On the following morning the growth 
from the latter was streaked on to S.S. medium. The 
specimens of stools were similarly dealt with. 

The results showed that when specimens containing 
many bacteria were examined neither of the methods 
was markedly superior, but when the specimens contained 
apparently few organisms examination of the stool was 
more reliable than that of the swab. The post-cathartic 
specimens gave a greater percentage of positive results 
than the pre-cathartic. It was found that no single 
medium could pick up all intestinal pathogens. 


INFECTIOUS DISEASES 


Opportunity for a further experiment arose when a case 
of typhoid fever occurred in a mental hospital. The 
189 patients in the ward were divided into two approxi- 
mately. equal groups. In one group rectal swabs were 
taken, while in the other post-cathartic specimens were 


‘ collected. Three days later, swabs were taken from 


the second group and post-cathartic specimens from the 
first group. Salmonella typhi was isolated from 7 
patients. Only 3 of these positive results had been 
obtained from swabs, while in all 7 cases the post- 
cathartic specimens were positive. Subsequently, begin- 
ning about 12 days after the original specimens were 
collected, 2 sets of pre-cathartic and post-cathartic 
specimens were collected in each of the 7 cases. All 
of the post-cathartic specimens except 1 were positive, 
while 4 of the pre-cathartic specimens were negative. 
R. B. Lucas 


2274. Influence of Sensitization on the Development of 
Antitoxin Immunity and on the Course of Diphtheritic 
Infection in Immunized Subjects. (Bnusanue cexcu6unu- 
3aLlMH Ha pasBUTHe HMMYHHTETA H Ha 
>XHBOTHBIX) 

S. Y. Fercina. Tlequatpusa [Pediatriva} No. 2, 15-22, 
March-April, 1948. 


The experimental work described is based on the 
assumption that in clinically severe diphtheria, apart 
from a low level of immunity in the individual, allergic 
manifestations may play an important part. It is further 
assumed that these allergic symptoms are not only pro- 
duced by specific diphtheria antigens with which a 
patient may have been in contact previously but that 
they may be ascribed also to non-specific bacterial or 
other proteins. 

In the first series of experiments one group of 11 guinea- 
pigs received 2 mg. of B.C.G. vaccine subcutaneously 
and 9 rabbits 5 to 10 mg. intravenously. A second 
group of 10 guinea-pigs was given 1 ml. of typhoid- 
paratyphoid vaccine, and a third group of 10 guinea-pigs 
1 ml. of a killed broth culture of streptococci. A control 
group of 7 guinea-pigs was immunized with 1 dose of 
toxoid and later given an injection of a diphtheria bacillus 
culture. In all 3 groups, the “ sensitizing factors” 
were administered together with diphtheria anatoxin 
(toxoid) of Lf 30. After 36 days the state of sensitiza- 
tion of the first group was checked by the Mantoux test 
and the state of immunity by Schick testing with a 5-fold 
dose. All animals were Mantoux-positive; 8 guinea- 
pigs were Schick-negative and in 3 the reaction is 
described as a necrosis, exceeding greatly in 2 the reac- 
tion in non-immunized control animals. A day later 
the guinea-pigs were inoculated intratesticularly with 
1 MLD of the gravis strain 155 of the diphtheria 
bacillus, this dose corresponding to 200 million organ- 
isms in 0-1 ml. 

The 8 Schick-negative guinea-pigs developed a local 
hyperaemia and oedema within 24 hours which dis- 
appeared within 3 to 5 days. Of the 3 Schick-positive 
guinea-pigs the 1 with the less severe necrosis died with 
the usual signs of diphtheria while the other 2, although 
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they had severe local reactions, had no general symptoms 
and their death on the third and fourth days respectively 
came as a surprise. At post mortem the changes were 
restricted mainly to the scrotum—necrotic inflammation 
and gross oedema—while the testes appeared almost 
normal; there was only slight hyperaemia of the adrenals, 
and in | animal a small area of consolidation in the right 
lower lobe of the lung. These findings were regarded as 
insufficient to explain death from diphtheria. Histo- 
logically these animals, in contrast to the control animals, 
had a marked myocardial dystrophy. Three of the 9 
rabbits treated likewise showed no immunity to diph- 
theria, and when injected with the Corynebacterium 
diphtheriae culture in the same way 2 of these animals 
died. At post-mortem examination local signs of 
inflammation were very severe. Histologically, myo- 
cardial dystrophy was again marked. All 10 guinea-pigs 
inoculated with combined A.P.T. and T.A.B. were 
immune and survived infection. In the third group 
immunity seemed to have been lowered by the administra- 
tion of streptococcal vaccine together with diphtheria 
toxoid; only-2 guinea-pigs were Schick-negative while 5 
of the 7 control animals were Schick-negative. 

These experiments were repeated, 2 and 3 injections of 
diphtheria toxoid being given after preliminary “* sensitiza- 
tion’’; while all animals survived infection, it was ob- 
served that: (1) the local reaction was greater than 
would have been expected without “ sensitization ”’; 
(2) guinea-pigs “* sensitized ’’ with streptococcal vaccine 
had a considerably lower antitoxin level than those in the 
other 2 groups. The changes at the site of infection and 
in the myocardium are regarded as allergic manifestations 
to the infecting organism and it is suggested that similar 
reactions in man may account for the clinical severity of 
diphtheria infections. 

[The paper suffers from insufficient numbers of experi- 
mental animals, lack of conciseness, and the complete 
absence of references.] K. S. Zinnemann 


2275. Restoration of Diphtheria Immunity without 
Injections (Bousfield’s Method) 

P. Masucct, H. Gotp, and R. J. DEFALco. Journal of 
Pediatrics [J. Pediat.| 32, 35-38, Jan., 1948. 6 refs. 


This investigation in a series of 37 subjects confirms 
Bousfield’s findings that diphtheria toxoid can pass across 
the mucous membranes of the upper alimentary tract. 
The amount absorbed was only sufficient to act as a 
“booster” dose and primary immunization by this 
method does not appear feasible. The toxoid, 100 Lf 
units, was incorporated in a compressed tablet and three 
tablets were given daily for 7 days. The tablets were kept 
under the tongue and sucked slowly. No inconveniences 
or reactions were observed. The large total dosage 
required may restrict the practical application of this 
method to adults, in whom severe constitutional disturb- 
ances after a parenteral injection of diphtheria toxoid are 
not uncommon. H. Herlinger 


See also Section Hygiene and Public Health, Abstracts 
1942-4, 
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2276. The Treatment of Pertussis and Pneumonia 
Complicating Pertussis. The Role of Hyperimmune 
Gamma Globulin and Sulfadiazine 

H. BrainerD. Journal of Pediatrics (J. Pediat. 32, 30- 
34, Jan., 1948. 18 refs. ) 


The author treated 26 infants suffering from pertussis 
with hyperimmune gamma globulin (agglutinating titre 
of at least 1 in 15,000), injecting 2-5 ml. intramuscularly 
on each of 4 successive days. In addition sulphadiazine, 
in doses of 130 mg. per kilo a day, was given to another 
26 infants in whom pertussis was complicated by pneu- 
monia. The mortality in this latter group was only 
7:7%. The response to treatment was often dramatic, 
so far as general appearance and defervescence were 
concerned, though cough and whoop disappeared more 
slowly. In the uncomplicated group symptomatic 
results—that is, diminution of cough, whoop, and vomit- 
ing—were “‘ more notable ” than in the other series; but 
again the effect of the treatment in reducing mortality 
and preventing complications was “ superior to the relief 
of symptoms”. The best results were obtained if treat- 


ment began in the first 7 days of illness. H. Herlinger 


2277. Streptomycin in the Treatment of Complicated 
Whooping Cough. (La streptomycine dans le traitement 
des coqueluches compliquées) 

J. CATHALA, R. Bastin, LE TAN VINH, —. STRAUS, and 
F. CHAvELET. Semaine des Hédpitaux de Paris (Sem, 
Hop. Paris| 24, 1329-1330, May 30, 1948. 


The authors report an investigation into the value of 
streptomycin in the treatment of pertussis of the worst 
grades of severity. They record treatment of 3 infants, 
from 2 to 7 months old, with spasms due to asphyxia. 
Two died within 24 hours of admission to hospital after 


-receiving not more than 3 injections of streptomycin, 


but the third, an infant of 2 months, recovered after 
receiving 0-05 g. (50,000 units) daily for 11 days. The 
authors state their certainty that the life of this baby was 
saved by streptomycin. Of 7 older children with serious 
pulmonary complications 6 recovered after receiving for 
8 days a dose of 300,000 units (0-3 g.) daily. It is con- 
cluded that the value of streptomycin in pertussis cannot 
be doubted, and that the toxic-infective element in the 
disease is more amenable to treatment than what the 
authors call the neuro-vegetative element. By this they 
mean that though the patient’s life may be saved and the 
general severity of all symptoms much abated strepto- 
mycin will not completely abolish the spasms of coughing 
which may persist for long periods. In the asphyxial 
spasms of infants the effect is stated to be indubitable, the 
course of the disease being cut short provided that the 
patients are able to survive the first 2 or 3 days. Finally, 
a case of “‘ whooping-cough encephalitis ” is described 
in a child of 10 who recovered after 5 days’ treatment 
with 400,000 units daily, with complete disappearance of 
numerous paralyses. [One may perhaps doubt the 
diagnosis in this case. A true encephalitis has not been 
convincingly demonstrated in pertussis. It is not im- 
probable that the various symptoms detailed were due to 
temporary cerebral anoxaemia.] Jos. B. Ellison 
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2278. Cerebral Complications in Pertussis 

A. M. Litvak, H. Grper, S. E. ROSENTHAL, and P. 
ROSENBLATT. Journal of Pediatrics [J. Pediat.] 32, 
357-379, April, 1948. 9 figs., 49 refs. 


This paper presents an analysis of 47 cases of clinical 
cerebral complications occurring in 6,002 patients ad- 
mitted to hospital over a period of 15 years, an incidence 
of 0-:8%. Whilst the mortality rate from pertussis has 
dropped significantly since the introduction of sulphon- 
amide therapy, there has been no corresponding drop in 
the mortality rate in patients with cerebral complications. 
In the majority of the authors’ cases (72:5%) cerebral 
complications developed during the third and fourth 
weeks of the disease. The onset was almost always 
accompanied by a rise in temperature and a convulsion 
and 50% of the patients were under 12 months of age. 
The cerebrospinal fluid was examined in 38 of these cases. 
In all cases the fluid was clear and sterile on culture and 
in only 7 was the cell count in excess of 15 per ml. The 
various theories that have been advanced about the 
aetiology of cerebral complications are discussed in 
some detail. Nineteen of these 47 children died. In 
general terms it may be stated that one-third of patients 
with cerebral complications die in the acute phase; one- 
third recover but develop sequelae; and one-third 
recover completely. A follow-up of a small number of 
these patients led the authors to conclude that, if pertussis 
is complicated by cerebral manifestations, the nervous 
system becomes vulnerable to further injury. A study 
was made of the pathology of the brains of 34 infants and 
children who died of pertussis. No inflammatory 
reactions were observed, and the changes present were 
considered to be due to vascular or degenerative damage 
consequent upon anoxia and not inflammation. For 
these reasons the term encephalopathy is preferred to 
encephalitis. Treatment is essentially symptomatic. 
Six typical case reports are presented. 

Jas. M. Smellie 


2279. Pulmonary Brucellosis: 

W. A. Harvey. Annals of Internal Medicine [Ann. 
intern. Med.) 28, 768-781, April, 1948. 5 figs., biblio- 
graphy. 


Brucellosis (abortus) is increasing, or being more 
widely recognized, in various regions of the world and is 
hyperendemic in some areas of the United States, but, 
owing to the equivocal laboratory and diagnostic criteria, 
the author believes that diagnosis tends to be made on 
insufficient grounds and that the condition is missed 
because the clinical picture may be so atypical as to 
escape recognition. In support of this contention the 
author cites two cases of pulmonary brucellosis in adult 
women. The first case was diagnosed retrospectively 
as the result of routine radiography which revealed (symp- 
tomless) interstitial pulmonary fibrosis. Enquiry elicited 
a previous history of a long febrile illness associated with 
cough, abundant sputum, cervical, axillary, and hilar 
adenopathy, and splenomegaly. When the patient came 
under the author’s care, save for the radiographic signs, 
persistent enlargement of external groups of lymph nodes, 


and splenomegaly, there was little amiss clinically, but 
Brucella abortus was agglutinated to a titre of 1 in 80, 
and the opsonocytophagic test was positive (25 cells), 
although blood cultures and reactions to skin tests were 
negative. Tentative retrospective diagnoses of other 
conditions were excluded after consideration of the 
appropriate laboratory findings. 

In the second case, with a similar clinical history, 
chronic tuberculosis with infiltration of both lungs was 
diagnosed and the patient was ultimately admitted to a 
sanatorium where, except for the radiographic signs, no 
evidence of tuberculosis could be discovered and the 
patient was discharged. Further laboratory tests in- 
cluded those for brucellosis and these revealed agglutina- 
tion of Br. melitensis to 1 in 320 and Br. abortus to | in 
1,280 (strong) and 1 in 5,120 (slight). The Lederle- 
Fegrile antigen reaction, the opsonocytophagic reaction, 
and the brucellergen reaction were strongly positive. 
The author considers that in the absence of a positive 
blood culture (rare in chronic brucellosis), diagnosis is 
not established unless two of the specific reactions are 
positive. Of these, in spite of its admitted imperfections, 
agglutination, considered in the light of the clinical 
history and findings, is the most reliable. [See, however, 
Abstract 2280.] E. H. R. Harries 


2280. Brucella Antibodies Following Cholera Vaccination 
C. W. Etsece, N. B. McCuLtouGu, and G. A. BEAL. 
Annals of Internal Medicine [Ann. intern. Med.] 28, 
833-837, April, 1948. 8 refs. ; 


Brucella agglutinins may appear in significant titres 
after vaccination against cholera and may thus cause con- 
fusion in the diagnosis of brucellosis among the previously 
inoculated. Of 20 volunteers who before inoculation 
with the standard 2 doses of cholera vaccine gave a 
negative response to brucella agglutination and opsono- 
cytophagic tests and, with one exception, to brucellergen, 
all developed brucella agglutinins. Agglutination tests 
were made at intervals of 2 to 3 weeks, 8 weeks, 18 weeks, 
and 1 year after cholera inoculation. In 4 the titres did 
not exceed 1 in 20, but in the remaining 16 titres ranging 
from 1 in 40 to 1 in 320, and in | exceptional case | in 
2,560, were recorded at the first test. Titres were maxi- 
mal at the first or second tests and thereafter declined. 
The opsonocytophagic reaction was positive in a degree 
parallel with the agglutination titres in 16 of the 20 
volunteers. Both reactions were positive in a proportion 
of trials after an interval of a year. It is important to 
observe that, except in the one case already mentioned, 
brucellergen reactions remained consistently negative. 
Of 100 men who had been inoculated against cholera 
56% had brucella agglutinins in titres of 1 in 20 or 
higher. In 41% the titres were | in 40 or higher (in 20% 
1 in 80 or 1 in 160). It is reasonable to suppose that 
anamnestic responses may occur long after the original 
brucella agglutinins have disappeared and thus add still 
further to the difficulties of diagnosis of brucellosis, 
particularly chronic brucellosis. The authors, while 
agreeing that the agglutination test is the most widely 
used for diagnosis, deplore the fact that titres of 1 in 80 
or | in 160 are commonly accepted as diagnostic in the 
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presence of a great variety of symptoms. In Iowa 
brucellosis is an occupational disease for which com- 
pensation may be obtained, and a brucella agglutination 
titre of 1 in 160 at two successive tests is held to verify a 
clinical diagnosis. The authors point out that most of 
the subjects of the present investigation would qualify for 
compensation. In previous studies on Vibrio comma 
and brucella the authors found that the cross-antibody 
response is due to an H-antigen of V. comma and they 
suggest that absorption tests with cultures of V. comma 
and of brucella, together with the fact that cholera 
vaccine does not cause a positive brucellergen reaction 
{in itself unreliable], might provide diagnostic assistance 
in doubtful cases which may arise among the millions of 
men who were inoculated against cholera when on service. 
E. H. R. Harries 


See also Section Hygiene and Public Health, Abstract 
1951. 


2281. Prophylactic Immunization and Specific Therapy 
of Experimental Pneumonic Plague 

K. F. Meyer, S. F. QUAN, and A. LARSON. American 
Review of Tuberculosis [Amer. Rey. Tuberc.) 57, 312-321, 
April, 1948. 6 figs., 7 refs. 


Intranasal instillation under anaesthetic of 2,000 to 
25,000 highly virulent plague bacilli produces in mice, 
guinea-pigs, and cotton rats a confluent broncho- 
pneumonia anatomically indistinguishable from that 
observed in pneumonic plague in man. Guinea-pigs 
are more resistant than mice. 

Active immunization of guinea-pigs and mice with 
avirulent strains of Pasteurella pestis or chemically-killed 
plague bacilli precipitated with alum conferred on them 
a definite degree of protection against intranasal infection 
with virulent bacilli (60° of mice were protected against 
flea-bite infection; only 25% against intranasal infection; 
80% of guinea-pigs resisted intranasal infection). Con- 
centrated antiplague rabbit sera have some prophylactic 
and a very slight curative effect in pneumonic plague. 
Sulphonamides, which have little effect alone in pneu- 
monic plague, are much more effective when combined 
with antiplague serum. Over 90% of experimentally 
infected mice may be cured with 5 mg. of streptomycin, 
even in the septicaemic stage. It is therefore recom- 


_ mended that pneumonic plague in man should be treated 


with 4 to 6 g. of streptomycin daily for 6 to 10 days at 
least. C. L. Oakley 
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2282. The Action of p-Aminosalicylic Acid (PAS) in 
Experimental Tuberculosis 

W. T. McCtosxy, M. I. Smitru, and J. E. G. Frias. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.} 92, 447-453, April, 1948. 2 figs., 10 refs. 


After investigating the acute and chronic toxicity of 
p-aminosalicylic acid (PAS) and its rate of absorption 
and excretion in laboratory animals, its chemotherapeutic 
activity in tuberculosis, both alone and in combination 


with streptomycin therapy, was studied in guinea-pigs 
and rabbits. In guinea-pigs the infective dose of tubercle 
bacilli was 0-5 mg. moist weight of human strain A27 
intraperitoneally; treatment ‘was started the next day 
and continued for 11 weeks; survivors were killed at 
14 weeks. The three treatment groups received, respec- 
tively, PAS orally once daily 0-5 g. per kilo of body 
weight; streptomycin 10 mg. per kilo body weight 
twice daily parenterally; PAS and streptomycin. A 
fourth group served as controls. 

The effectiveness of the treatment was based on 
survival times and on the degree of visceral involvement, 
as compared with the controls. On these criteria the 
effectiveness of PAS was very slight; that of strepto- 
mycin was very considerable; and that of combined 
treatment was so little more than that of streptomycin 
alone as to indicate merely an additive, rather than a 
potentiating, effect—thus showing a difference from the 
combination of sulphones with streptomycin. Similar 
results were obtained with rabbits and a bovine strain of 
tubercle bacilli. 

[The relative ineffectiveness of PAS in experimental 
tuberculosis conflicts with the more favourable findings of 
other workers (see Abstracts of World Medicine, 1948, 3, 
666, and Abstract 2283); in an addendum the present 
authors discuss the first of these papers (Feldman, 
Karlson, and Hinshaw) and seek to account for the 
differences in terms of experimental conditions.] 

P. D’Arcy Hart 


2283. Experimental Study of Antituberculous Action of 
para-Aminosalicylic Acid. (Etude expérimentale des 
effets antituberculeux de l’acide 4-aminosalycylique) 

C. Levapitt, A. GIRARD, and A. VAISMAN. Bulletin de 
l’Académie Nationale de Médecine [Bull. Acad. nat. 
Meéd., Paris] 132, 210-214, March 16 and 23, 1948. 
9 refs. 


The protective effect of PAS in mice’ experimentally 
infected with tuberculosis was definite though inferior 
to that of streptomycin. The effect of the latter was not 
improved by simultaneous administration of the two 
drugs. [See Abstracts of World Medicine, 1948, 3, 666, 
and Abstract 2282.] P. D’Arcy Hart 


2284. Treatment of Non-cutaneous Tuberculosis by 
Vitamin D,. (Traitement de différentes formes de 
tuberculose non cutanée par la vitamine Dg) 

R. DesmMeuLes, L. RousseAu, P. RicHARD, and C. H. 
DorvaL. Laval Meédical {Laval méd.) 13, 273-285, 
March, 1948. 19 refs. 


In 1943 lupus was first treated by calciferol injections, | 
and these were given in 1946 for tuberculous empyema 
after artificial pneumothorax. For these cases, a solu- 
‘tion of vitamin D, containing 300,000 i.u. per ml. was 
used. Three doses of 600,000 i.u. were given in the 
first week, followed by 5 doses of 200,000 i.u. 3 times a 
week for a period varying from 1 month to 8 months, 
according to individual tolerance. There was a slight 
risk of arterial calcification after such high doses taken 
over a long period. Various laboratory tests were made 


it 
), 
), 
e 
a 
e 
n 
il 
n 
, 
\- 
y 
n 
a 
ly 
j 
1 
) 
, 
t 
l 


662 INFECTIOUS DISEASES 


before and after treatment, the chief of these being esti- 
mations of calcium and phosphatase levels in blood. 

The results in 55 cases of non-cutaneous tuberculosis 
treated were most remarkable in the case of 2 children, 
both with tuberculous cervical adenitis (tubercle bacilli 
found). Wasting and fever developed after a few weeks 
of treatment, which was discontinued; shortly afterwards 
the glands became smaller and search for bacilli proved 
negative. Two adults with tuberculous epididymo- 
orchitis were treated for 6 months; the testes became 
smaller and painless. In 2 cases of empyema in which 
thoracoplasty had failed, vitamin D, also failed to affect 
suppuration. Twelve cases of bone and joint tuber- 
culosis were treated; 8 improved (weight increased, 
fistulae healed, arthritis less), 3 remained stationary, and 
1 got worse. Great improvement was found in 3 out 
of 4 cases of tuberculous laryngitis. Of the 33 cases with 
pulmonary tuberculosis, the condition was very ad- 
vanced in 17, and moderately so in 16. None had im- 
proved with collapse therapy. The majority of radio- 
graphs showed that after calciferol treatment either new 
cavities had formed or old ones were larger. 

It is concluded that intensive calciferol therapy gave 
good results in children with cervical adenitis, and in 
most adults with bone and joint conditions; tuberculous 
laryngitis appeared to respond well, but pulmonary 
tuberculosis responded badly. T. E. C. Early 


2285. Treatment with Antireticular Cytotoxic Serum in 
Pulmonary Tuberculosis 

H. R. NAyeR. American Review of Tuberculosis [Amer. 
Rev. Tuberc.] 57, 489-494, May, 1948. 13 refs. 


Ten patients with advanced progressive pulmonary 
tuberculosis were treated with antireticular cytotoxic 


' serum. During follow-up periods of 4 months, no 


beneficial effects were observed. In 1 patient, a harmful 
effect could be ascribed to the use of the serum.—[Author’s 
summary.] 


2286. Streptomycin Treatment of Tuberculous Meningitis 
STREPTOMYCIN TRIALS COMMITTEE, MEDICAL RESEARCH 
CounciL. Lancet [Lancet] 1, 582-596, April 17, 1948. 
2 figs., 14 refs. 


This report comes from the Streptomycin Trials 
Committee of the Medical Research Council and sum- 
marizes results in 105 cases of tuberculous meningitis 
treated at a number of centres. -Of these 92 are analysed 
in this report. In all the cases diagnosis was confirmed 
by culture, guinea-pig inoculation, or necropsy, and the 
survivors underwent a minimum of 120 days’ observation. 

The streptomycin used was the hydrochloride obtained 
from one producer. The condition of each patient on 
admission was classed as “early”, “ advanced”, or 
*““medium” on clinical data; broadly, response to 
treatment was more favourable in the early cases. 
That in many children under 3 years the disease was in 
an advanced stage partly explains the bad prognosis at 
this age. As regards lesions additional to meningitis, 
27% had miliary lesions in the lungs, 25% one or both 
elements of the primary complex, and 13% other lesions 


in lung, bone, or skin. The presence of miliary or recent 
primary lesions seemed to worsen the prognosis. All 
factors in diagnosis of the meningitis were investigated, 
The finding of a low sugar content in the cerebrospinal 
fluid (C.S.F.) assisted diagnosis from benign lympho- 
cytic meningitis. The value of the Mantoux test is 
emphasized. 

After an initial period in which dosage was too high, 
the dose was stabilized at 0-02 g. per Ib. (0-45 kg.) body 
weight intramuscularly over 24 hours and 0-05 g. to 
0-1 g. intrathecally in 5 to 10 ml. of normal saline once 
daily. On this dosage toxic effects were unimportant, but 
streptomycin appears to be irritant to the meninges when 
given intrathecally (as shown by a C.S.F. pleocytosis), 
Because of this, after June, 1947, alternate patients had 
intramuscular injections alone, but it was found that 
results were considerably better with combined therapy 
(78% of 28 patients receiving intramuscular injections 
alone and 58% of 72 given combined treatment died). 
Figures are given in the following tables. 


TABLE 1 
Results of Streptomycin Treatment Related to Age 


No. of Condition on Dec. 15, 1947 
Cases 
yrs. te Station- : 
before | Good | ary or Deterio-| Dead 
Aug. 18, Relapsed) 
1947 
Under 3 .. 33 | 412%) 0 2 (6%) |27 (82% 
SOS cs 26 10 (38%), 2 (8%) | 0 14 (54%) 
6to8 .. 25 11 (44%) 3 (12%) | 0 11 (44%) 
9 and over 21 5 (24%)| 1 (5%) 0 15 (71%) 
Allages .. | 105 |30 (28%) 6 (6%) | 2 (2%) | 67 (64%) 
On March | | 
15, 1948 105 27 (26%)) 6 (6%)| 101%) 71 (67%) 
| | 


TABLE 2 


Results of Combined Intrathecal and Intramuscular Strepto- 
—_ Treatment in Children of 3 Years and Over and 
Adults 


| No. of Conditions on Dec. 15, 1947 
Stage of Cases 
Disease on | Admitted | _ 
Admission before Stationary 
_ Aug. 18, Good | or Dead 
(1947 _ Relapsed 
Early ..| 15 9 (60%) | 2(13%) | 4(27%) 
Medium .. | 21 9 (43%) | 1 (5%) | 11 (52%) 
Advanced 12 3 (25%) | 0 | 9 (75%) 
Allstages | 48 21 (44%) | 3 (6%) | 24 (50%) 
On March | | 
1948 48 19 (40%) | 3 (6%) | 26 (54%) 
| 


The scheme of treatment varied in the different centres. 
“It was found that in the centre where the least intra- 
thecal treatment was given and where all streptomycin 
treatment was interrupted frequently and for relatively 
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long periods, the highest proportion of good results was 
obtained.” Daily intrathecal treatment over a long 
period was probably even harmful. Intrathecal injection 
produces very high levels of streptomycin in the C.S.F. 
and intramuscular injections alone much lower levels, but 
in the latter case levels were higher when the meningitis 
was intense or progressive. It is hinted that low levels in 
the C.S.F. are probably bacteriostatic but that higher 
levels may be needed for bactericidal effect. In many 
who ultimately died life was prolonged but even in cases 
which responded late relapses were possible. The 
explanation of relapses is not obvious. Late thrombosis 
of cerebral vessels explains 1 or 2 only, and appar- 
ently in only a small proportion of cases (3 of 22 tested) 
resistant strains of bacilli developed. ‘The per- 
sistence and breakdown of foci of infection inaccessible 
to circulating streptomycin may well be an important 
factor.” Spinal block was diagnosed clinically in 
20 of 92 cases, and it appeared to resolve spontaneously 
in 4, 2 of which did well. In a majority of all cases, 
after 3 weeks the C.S.F. became free of tubercle bacilli 
for long periods, but in patients who ultimately did badly 
the bacillus was found much more frequently during the 
first 3 weeks than in those who did well. The effect on 
lesions in other organs than the meninges was interesting. 
Many miliary foci improved, but it was possible for 
active tubercles to appear during treatment and active 
primary complexes did not seem to be affected. 

[The original article must be consulted for case details 
and for recommended procedures. It is a very valuable 
contribution. ] J. V. Hurford 


2287. Treatment of Tuberculous Meningitis with Strepto- 
mycin. A Report to the Medical Research Council 
H. V. SmitH, R. L. Vo_tum, and H. Cairns. Lancet 
[Lancet] 1, 627-636, April 24, 1948. 8 figs., 8 refs. 


The results are reported of streptomycin treatment 
of 18 cases of tuberculous meningitis at the Radcliffe 
Infirmary, Oxford, since November, 1946. Absolute 
confirmation of the diagnosis was obtained in 15 cases. 
Of the patients, 7 died (life prolonged in 5); of the 11 
survivors 7 had streptomycin for 68 to 255 days and | to 


6 months later are without symptoms. The remaining 
4 are still under treatment. There were 4 children under 
5 years of age, 1 child aged 7, 2 patients between 10 and 
15,~5 between 15 and 20, and 6 between 20 and 25. 
In most of the cases, streptomycin was given by intra- 
muscular (adults 2 g. daily, and infants 0-02 g. per Ib. 
body weight daily) and intrathecal (0-1 g. in adults, 
0-05 to 0-75 g. in infants) injection for at least the first 
6 weeks and then for 4 to 6 months by intramuscular 
injection alone (single dose of 2 g.). The intrathecal 
injection was into the lumbar subarachnoid space, 
anterior horn of lateral ventricle, or, occasionally, into 
the subarachnoid space in the region of the optic chiasma. 
As there was one instance of pyogenic superinfection, 
emphasis is placed on sterile precautions. 

In fatal cases, the most intense tuberculous changes 
were found in the cisterna ambiens, the interpeduncular 
space, and the proximal part of the Sylvian fissures. 
The arteries of the circle of Willis were usually em- 
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bedded in exudate and one or other was sometimes 
thrombosed. The clinical results. of these changes 
included communicating hydrocephalus, cerebral anoxia 
or infarction, and symptoms of hypothalamic disturb- 
ance. Some degree of hemiplegia, usually of facio- 
brachial type, was common. Spinal block occurred in 
4 cases. 

Much of the interest from this report is derived from 
the less usual procedures which were tried. Study of the 
lateral ventricles through frontal burr-holes (16 cases) 
was an aid to diagnosis (differentiation from brain 
abscess and finding of the tubercle bacillus more easily 
than by lumbar puncture), to estimation of hydrocephalus 
by ventriculography, and to treatment (streptomycin 
administration in spinal block, relief of acute pressure). 
Streptomycin was introduced into the “region of the 
interpeduncular space in 4 cases, through a frontal flap 
with 5 “ polythene” tubes passed towards the Sylvian 
fissures and above the diaphragma sellae; the method 
may be of value where disease is advanced when the 
patient is first seen. Continuous ventricular drainage 
and irrigation from lateral ventricle to lumbar space 
were tried and abandoned. 

The authors argue against facile abandonment of treat- 
ment. “In all our adult patients who ultimately rc- 
covered completely, hemiparesis and dementia with 
periods of stupor persisted for many weeks: they were 
disorientated, inattentive, incontinent, difficult to feed, 
with gross failure of memory.”” Of the 7 survivors who 
have completed treatment, the neurological recovery is 
complete except for loss of caloric response and high- 
tone deafness in the adults, the behaviour of all is normal, 
and in 6, tested psychometrically, intellectual recovery 
appears full, except perhaps for slightly slowed response. 

J. V. Hurford 


2288. The Use of Intrathecal Heparin in Conjunction 
with Streptomycin in the Treatment of Tuberculous 
Meningitis. Preliminary Report 

C. A. St. Hitt, C. Ritey, and J. H. Girrorp. Journal 
of Clinical Pathology [J. clin. Path.] 1, 157-161, May, 
1948. 6 figs., 3 refs. 


One of the commonest causes of failure in the treat- 
ment of tuberculous meningitis by streptomycin is the 
formation of intracranial and intraspinal adhesions, 
These are produced partly as a result of fibroblastic 
reaction around tuberculous foci, but their inception and 
growth may well be stimulated by the deposition of 
fibrin from the cerebrospinal fluid, which is rich in 
fibrinogen in this condition. If fibrin deposition could 
be prevented, the formation of adhesions might be les- 
sened and the prognosis improved. Heparin is the 
obvious drug for this purpose. 

This paper deals with the effect of mixing heparin and 


‘streptomycin, and of giving heparin intrathecally to a 


patient receiving streptomycin. When a solution of 
heparin is added to one of commercial streptomycin a 
precipitate forms which contains heparin but not strepto- 
mycin. If, with ordinary commercial heparin, the 
amount is less than two-thirds of the streptomycin no 
heparin is left in the supernatant fluid; if more heparin 
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is added, active heparin begins to appear in the super- 
natant fluid. By the addition of enough heparin, 
concentrations of 1,000 units per ml. or over can be 
obtained. No streptomycin is contained in the precipi- 
tate, and it was concluded, therefore, that the precipitate 
was caused by impurities in the streptomycin. On the 
other hand, if a very pure sample of heparin is used very 
little precipitation occurs at all. If further streptomycin 
is added to supernatant fluid containing heparin and 
streptomycin there is no -further precipitation; this 
mixture can be given intrathecally without ill effect. 

When ordinary heparin was given intrathecally to a 
patient receiving intrathecal streptomycin, there was a 
marked reaction, with stiff neck and a sharp rise in the 
cellular and protein content of the cerebrospinal fluid. 
Heparin can be administered to a patient receiving only 
intramuscular streptomycin without any reaction, thus 


' ‘confirming the view that the impurities in the strepto- 


mycin cause the precipitation. By these procedures 
heparin can be introduced regularly into the theca of 
patients receiving streptomycin treatment. The effect 
of this on prognosis has yet to be investigated. The 
authors emphasize the need for assaying the heparin 
content of all heparin-streptomycin mixtures before use. 
N. S. Alcock 


2289. Treatment of Miliary Tuberculosis and Tuber- 
culous Meningitis with Streptomycin, Sulphone [*‘ Pro- 
min’), and Vitamin A. (Terapie della tubercolosi con 
streptomicina, solfone e vitamin A. (Tubercolosi 
miliare e meningite tubercolare)) : 

C. Coccui. Rivista di Clinica Pediatrica [Riv. Clin. 
pediat.} 46, 209-275, April, 1948. 59 figs., bibliography. 


The technique recommended for treating miliary 
tuberculosis and tuberculous meningitis consists of 
administration of “ promin ”’, streptomycin, and vitamin 
A. Five 4-hourly injections of streptomycin, 0-07 to 
0-11 g., are given daily, that is, 0-35 to 0-6 g. in 24 hours. 
An adult or large child receives 0-01 g. per kilo per day, 
a small child 0-02 g. per kilo, and an infant 0-03 g. per 
kilo. Three courses of 25 days each are given, with 
5 days’ rest between courses. In most cases treatment is 
then stopped. Usually 3 g. of promin, p,p’-diaminodi- 
phenylsulphone-N,N ’-didextrose sulphonate (for smaller 
children 1-5 g.), is given by intravenous injection at the 
Same time and for the same periods as streptomycin. 
In some recent eases the sulphone has been given by 
mouth in doses of 0-04 g. per kilo per day, divided into 
3 or 4 doses, the lesser dose being given because of the 
readier breakdown into the parent sulphone, and there- 
fore greater toxicity, when given by mouth. If toxic 
symptoms occur (cyanosis, vomiting, abdominal upsets, 
anaemia) the sulphone is given in lower doses after a 
pause of a few days. On alternate days for 15 to 30 
weeks 50,000 units of vitamin A are also given. In cases 
of tuberculous meningitis, streptomycin is also given 
intrathecally in doses of 0-05 g. for an adult and 0-03 g. 
for a child. After the acute stage, smaller doses—down 
to 0-015 g.—are often sufficient. Infants receive 0-015 g. 
from the beginning. Successive courses are given: 
(1) daily for 25 to 40 days; (2) on alternate days for 
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20 to 30 days; (3) after a rest for 3 to 4 days (during 
which spinal fluid is examined), every 2 to 3 days for 
30 to 40 days; (4) after another rest and lumbar puncture, 
every 2 to 4 days for 30 to 40 days. When the cerebro- 
spinal fluid is “‘ almost normal” another pause is made 
for 10 days. Finally streptomycin is given every 6 to 
10 days for several weeks. 

Twenty-nine cases of miliary tuberculosis were treated. 
Streptomycin given by the author’s method “ always 
cures the patient, and the patient is permanently and 
definitely cured”. [Examination of the figures hardly 
bears out this exciting assertion: Of 16 patients with- 
out meningitis 1 died in 6 days. Thirteen developed 
meningitis, 5 during treatment; 1 of these died and 1 
remained gravely ill. Eight were admitted with miliary 
tuberculosis and meningitis; 2 of these died and the 
other 6 were still under treatment. No criteria of 
diagnosis are given and no follow-up period is men- 
tioned; it appears that some, at least, of those “* cured ” 
are still under treatment.] In 107 cases of tuberculous 
meningitis a mortality of only 37% is claimed. In the 
period Aug., 1947, to March, 1948, when daily rather 
than intermittent intrathecal administration of strepto- 
mycin was used, the mortality is said to have fallen to 
16%. [With considerable difficulty a more accurate 
analysis can be extracted from the author’s tables and 
diagrams. Of 55 patients admitted from Dec., 1946, 
to July, 1947, with follow-up to April, 1948, 14 were 
“cured” and had finished treatment for 4 months or 
more; 6 were “ cured’ and had finished treatment for 
less than 4 months; 33 had died; 2 were still under 
treatment. Of 52 patients admitted from Aug., 1947, 
to March, 1948, with follow-up to April, 1948, 20 were 
“cured” and had finished treatment for 3 weeks or 
more; 8 had died; 17 were improving, but still under 
treatment; 7 were still acutely ill. Both these lists 
exclude those dying within “the first few days”. In 
the first group 9 out of 55 died within 8 weeks of starting 
treatment, in the second group 6 out of 52. This sug- 
gests that further follow-up may show little difference in 
mortality between the 2 groups. The low over-all 
mortality claimed by the author is obtained by excluding 
deaths occurring within the “ first few days ” and includ- 
ing as survivors all cases still alive, even those admitted 
up to 3 weeks before publication. The adjusted mortality 
is much the same as that obtained elsewhere with strepto- 
mycin alone. In spite of the exaggerated claims made 
for this method of treatment, the relatively successful 
results obtained with small doses of streptomycin, in 
association with a sulphone, merit attention and further 
investigation. Lack of space prevents an abstract of 
many other points of interest in this long and detailed 
paper. ] John Crofton 


See also Section Pharmacology, Abstract 2004. 


2290. Serous Tuberculosis in East African Natives 
S. R. Woop. British Journal of Tuberculosis (Brit. J. 
Tuberc.] 42, 38-45, April, 1948. 9 refs. 


This paper is concerned with observations made on 
169 African negroes aged 18 to 30 who were treated at 
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TUBERCULOSIS . 


the East African Command Chest Centre between 1944 
and 1946. Sixteen patients had primary lymph node 
tuberculosis complicated by a pleural effusion. The 
effusion developed at the beginning of the illness in 7 and 
after an interval of some 3 months in 9. The illness was 
prolonged but benign, and enlargement of hilar lymph 
nodes persisted for many months. In 125 patients there 
was a primary unilateral pleural effusion, which in 55% 
was right-sided. The onset was acute in 20%, subacute 
in 60%, and insidious in 20%. The fluid was clear, and 
usually showed a predominance of lymphocytes; in 
some cases it contained more than 4% protein,’ was 
sticky, and tended to clot spontaneously. The supra- 
clavicular lymph nodes were enlarged sometimes, con- 
siderably in 12%. After resolution appreciable pleural 
thickening remained in 70%. ‘ 

In 28 patients there was an incomplete or total poly- 
serositis. In 11 an initial unilateral pleural effusion was 
followed in 3 to 18 months by an effusion on the opposite 
side and in 3 cases by a pericardial effusion. Absorption 
of the fluid with arrest of the disease occurred in 10; 1 
died of miliary disease. In 17 cases typical polyserositis 
developed with 4 deaths from miliary spread. These 
observations are characteristic of primary tuberculosis 
in adult negroes. In contrast with the lesions in adult 
Europeans, a unilateral pleural effusion often complicates 
a primary lymph node syndrome or initiates a poly- 
serositis. Arthur Willcox 


2291. Retrogression of Tuberculous Skin Manifestations 
in Progressive Pulmonary Tuberculosis. (Zur Riick- 
bildung tuberkuléser Hauterscheinungen bei pro- 
gredienter Lungentuberkulose) 

K. W. and F. Enrinc. Strahlentherapie 
[Strahlentherapie| 77, 359-370, 1948. 1 fig., 15 refs. 


Two patients with pulmonary tuberculosis who also 
suffered from lupus vulgaris showed a marked change in 
their condition shortly before death. There was a sharp 
deterioration in their general condition, associated with 
progressive lung and intestinal lesions and with coincident 
spontaneous healing of the skin affection. At the same 
time they lost weight and there was a fall in the red cell 
count, in the white cell count, and in sensitivity to tuber- 
culin. The authors discuss the possibility of the existence 
of an active protective influence, arising from a lesion in 
the skin or possibly elsewhere. Two further. cases are 
cited of Boeck’s sarcoid in which, coincidentally with 
healing of the skin lesions, progressive pulmonary tuber- 
culosis developed. The case histories are given in detail. 

W. J. Czyzewski 


2292. The Inhibitory Action of the Monoethyl Esters of 
S-n-Alkylthiomalic Acids and the Monoethyl Esters of 
Alkane Sulphonyl Succinic Acids on the Growth of 
Mycobacterium tuberculosis 

P.A. MCNALLy. Journal of Hygiene [J. Hyg., Camb.] 46, 
60-61, March, 1948. 4 refs. 


In an earlier paper (Brit. J. exp. Path., 1947, 28, 161) 
the author had demonstrated that various half-esters of 
monoalkyl succinic acids inhibited growth of Myco- 
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bacterium tuberculosis; other workers had shown that 
certain sulphone compounds were well known to be 
active against this species. The author therefore 
tested the effect in vitro of mono-ethyl—that is, half— 
esters of alkylthiomalic (alkylthiohydroxy-succinic) acids 
and of the corresponding alkane sulphonyl succinic acids 
obtained therefrom by oxidation. The length of the 
alkyl chain varied from CgH,, to C,gH3;. These com- 
pounds were moderately tuberculostatic, but they were 
also strongly lytic to suspensions of washed red cells; the 
degree of both effects varied with the length of the alkyl 
chains. Both antibacterial and haemolytic activities 
were reduced in the presence of human serum. 
P. D’Arcy Hart 


CHOLERA 


2293. A New Technique for Preparation of Anticholera 
Vaccine. (Una nueva técnica de preparacién de vacuna 
anticolérica) 

E. SuAREZ PEREGRIN.. Actualidad Médica [Actualid. 
méd., Granada] 24, 197-199, April, 1948. 


The author does not claim that the method he describes 
is original, but that the process is valuable in laboratories 
with limited equipment and worthy of extended trial. 
The organism—that is, Vibrio cholerae—is cultivated 
in a liquid medium and the entire material used for 
inoculation, after the organism has been killed. The 
medium must be isotonic, neutral, or slightly alka- 
line, and colourless or nearly so; it must be such that 
after 48 hours’ incubation the culture will be of the 
strength ready for inoculation (for V. cholerae, 8,000 
million per ml.). The medium must be free from irritant 
or sensitizing substances, and an antiseptic must be 
chosen which will not lower the antigenic potency or 
cause lysis of the organism. 

After a series of trials it was decided to avoid employ- 
ment of meat, broth, meat extracts, albumins, or pep- 
tones and to use amino-acids. Hydrolysed casein proved 
to be an excellent medium and it was found that a 
dilution of 1 part with 4 parts of physiological saline 
gave the desired strength of growth (8,000 million V. 
cholerae per ml.). Other dilutions would probably be 
needed for other organisms, according to the strength 
required. The antiseptic chosen was formol, so that 
anavaccine was produced. The product was kept at 
37° C. for a certain time to detoxicate it and also to make 
it less irritant by driving off part of the formol. 


The procedure in detail is~as follows: (1) Hydrolysed 
casein, 200 ml. and normal saline 800 ml. are neutralized with 
normal NaOH to pH 7:6, sterilized for 15 minutes at 120° C., 
and incubated for 24 hours at 37° C. to prove sterility. 
(2) Seeding is carried out with a loopful of 48-hour culture 
with subsequent incubation at 37° C. for 48 hours. (3) For- 
mol is added (40% formic aldehyde) to a strength of 0-4%. 
(4) Detoxication and partial elimination of the formol 
is achieved by keeping at 37° C. for 8 days. The vaccine is 
then tested for sterility and titrated for strength. 2 

In the case of cholera, if the above technique is carried out, 
there is no need for titration; the product is of the strength 
desired, and it is not glairy or mucoid. 

H. Harold Scott 


| 
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2294. Some Observations on the Effect of Cholera 
Vaccine During the Recent Cholera Epidemic in Egypt 
A. H. Korbi. Journal of the Royal Egyptian Medical 
Association [J.R. Egypt. med. Ass.| 31, 289-299, April, 
1948. 1 fig. 


The author has studied the effects of cholera vaccine 
on 430 cases of cholera, the diagnosis being mainly made 
from bacteriological examination, but in a few cases 
solely on clinical grounds. Vaccination was not uni- 
form, some patients receiving a single dose of 1 ml. of 
vaccine, others doses of 0-5 and 1 ml. with a week’s 
interval. Among 281 patients not vaccinated the death 
rate was 24-55%, among 78 vaccinated less than 7 days 
before the onset it was 12-8°%, and among 71 vaccinated 
more than 7 days before the onset 5-6%. Presumably 
some of those in the last group had received 2 doses. 
The mortality rate for those given a single dose of vaccine 
was 9-8%, and for those given 2 doses 8-1°%. 

In about half of 250 convalescent carriers examined 
bacteriologically daily, vibrios began to disappear within 
7 days, the longest time of excretion being 33 days. 
Among 2,037 contacts 84 were found to be healthy car- 
riers, all the latter ceasing to carry vibrios within 15 days. 
Vaccination appeared to lessen the risk of becoming a 
carrier but to have no effect on the duration of the 
condition. It lessened the mortality in cholera especially 
if given in 2 doses 7 or more days before the attack and 
conferred a degree of immunity, the incidence in the non- 
vaccinated being 3-9 times greater than that in the 
vaccinated. [Some of the tables and statistics are a little 
confusing. ] C. F. Shelton 


2295. Clinical Study of 689 Cases of Cholera Isolated 
in the Abbassia Fever Hospital 

A. H. EL-RAMLt. Journal of the Royal Egyptian Medical 
Association [J.R. Egypt. med. Ass.| 31, 322-350, April, 
1948. 


Over a period of 2 months 689 cases of cholera were 
admitted to hospital, the stools in most containing 
typical cholera vibrios. In the remainder there were 
clinical signs and symptoms; in fatal cases signs of the 
infection were always found at necropsy. Females were 
less affected than males, while 50% were in the age group 
20 to 35. Nearly all patients were of low social stand- 
ard, with a few exceptions, in all of whom attacks 
were mild. Characteristic symptoms were diarrhoea, 
vomiting, and dehydration, the onset being almost 
always sudden and diarrhoea being present in nearly 
98% of cases. Of 325 patients specially investigated 
severe dehydration was found in 38:2%. The blood 
specific gravity varied from 1,050 to 1,078 (normal for 
Egyptians being 1,054 to 1,058). After hydration the 
general condition improved and recovery was usually 
quick; 65% of patients were afebrile, and hyperpyrexia 
was not met with. Twelve ambulatory cases were found 
accidentally. The blood urea, estimated in 52 cases, 
was always above the normal before hydration, improve- 
ment being rapid as blood urea decreased. Complica- 
tions included abortion (11 out of 14 pregnancies), 
corneal ulcer, pneumonia, and pulmonary oedema. 


In 209 cases stools were positive, in 76% in the first 
4 days of illness, and in 91% within 7 days of onset; 
by the thirtieth day 99-6% were negative. Among 
2,035 contacts 84 healthy carriers were found, the longest 
duration of the carrier state being 15 days. Some 56-3% 
of patients died within 24 hours of admission, but a 
large proportion of these were brought in dead, the most 
important causes of death being dehydration, circulatory 
failure, and uraemia. Other factors influencing prognosis 
were age (mortality is lowest in the age group 5 to 20 
years), pregnancy (of 14 pregnant women 5 died), high 
blood urea, and vaccination (the mortality rate was 
76% in the vaccinated as against 17-:3% in the non- 
vaccinated). Vaccination at onset or during the first 
3 days of illness had no beneficial effect. Those who 
arrived at hospital dead or moribund or who died within 
the first 5 hours of admission are excluded from a death 
rate given as 12:7%. [The mortality figures are given ‘n 
rather a confusing way.] 

Patients with a blood specific gravity not above 1,060 
did not usually require parenteral fluids, but 400 ml. of 
normal saline was given intravenously for every degree 
above this figure, at the rate of about a litre an hour. In 
advanced dehydration fluid was given more rapidly. 
Signs of relapse after hydration should be watched for. 
In some cases when the blood specific gravity was 
1,060 or less signs of dehydration were evident and 
intravenous saline was needed. Blood pressure is an 
important guide to treatment; when it is very low 
parenteral saline must be given rapidly. In the latter 
part of the epidemic 40 g. of sodium bicarbonate was 
added to every litre of saline, the solution being passed 
through a Seitz filter. In some cases 100 to 200 ml. of 
50% glucose was given intravenously daily, or 5% 
glucose subcutaneously or intravenously by drip. 
Analeptics were of no benefit but atropine was useful 
in cramp and pulmonary oedema. The digitalis group 
of drugs were valuable in congestive heart failure, and 
pituitrin was also of use. Sulphonamides were not 
found to be of value. Sodium phthalylsulphacetamide 
had no action on the condition in patients or carriers. 

C. F. Shelton 


2296. The Viability of Pathogenic Intestinal Organisms 
in Sea Water with Special Reference to Vibrio cholerae 
M. A. Gouar, A. ELYAN, M. MAKKAwI, A. Erssa, and 
A. BASHATLY. Journal of the Royal Egyptian Medical 
Association [J.R. Egypt. med. Ass.) 31, 358-372, April, 
1948. 3 figs., 2 refs. 


Alexandria discharges its sewage directly into the sea 
through a pipe about 500 metres long. Samples of 
sea water were taken from the sewage effluent itself, 
from water at the site of disposal, and from various 
places along the neighbouring coast up to a distance of 
12 miles (19-2 km.) from the sewage pipe. Samples 
were also taken at Suez, Port Said, Ras-el Bar, and 
Damietta. Specimens of the cleanest and dirtiest sea 
water were artificially contaminated. with cholera vibrios 
by adding to every litre of water 5,000 million organisms 


from a saline suspension washed from a 24-hour agar, 


culture of Vibrio cholerae. In addition varying dilutions 
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of sewage contaminatéd with cholera vibrios were added 
to some of the cleanest samples of sea_water. 

The authors consider that discharge of sewage into the 
sea results in many cases in an unsatisfactory bacterio- 
logical condition of the water near the disposal sites. 
The life of cholera vibrios and other pathogenic organisms 
in ordinary sea water is a short one, this being con- 
sidered to be due to the presence of a bactericidal 
agent of undetermined nature, whose action is probably 
enhanced by the growth of saprophytic organisms. This 
agent is thermolabile, gradually loses its potency at 
room temperature, and is completely inactive after about 
a month. It is probably constantly renewed under 
natural conditions. It is considered that the chief danger 
of sewage disposal in sea water lies in shell-fish infection. 

C. F. Shelton 
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2297. The Pathology of an Experimental Amoebic 
Infection in the Rat 

G. T. Stewart and W. R. Jones. Annals of Tropical 
Medicine and Parasitology [Ann. trop. Med. Parasit.} 
42, 33-45, April, 1948. 10 figs., 36 refs, 


Young rats were infected by intracaecal inoculation 
of Entamoeba histolytica by the method described by 
Jones, 1946 [see Abstracts of World Medicine, 1947, 1, 
449}. 

With two strains of amoebae the infectivity, as 
measured by the proportion of rats infected, was corre- 
lated with the virulence, as measured by the severity of 
the lesions produced. A third strain showed high 
virulence in all experiments and there was no significant 
correlation with infectivity. The infectivity of this 
strain was also high, the lowest figure obtained in 18 
experiments being a proportion of 60% infected. The 
severity of lesions was not correlated with the number of 
organisms injected. 

Histological preparations of the caecum showed the 
amoebae to be invading the mucosa within 24 hours of 
inoculation. The lesions were of two types: (a) erosions 
with the formation of small follicular ulcers full of 
amoebae and mucus, but with little inflammatory reac- 
tion; (b) larger lesions with congestion and leucocytic 
infiltration of the mucosa. The latter type predominated 
when virulent bacteria were added to the inoculum. At 
later stages, the changes included widespread inflamma- 
tion and oedema, mucus secretion, and desquamation 
of the mucosa. Sometimes there was localized peritonitis 
with adhesions, but amoebae were only rarely observed 
in the deeper layers of the bowel wall. Healing usually 
began after 7 days. 

Aerobic cultures of caecal contents upon certain media 
—horse blood, McConkey, desoxycholate citrate, bis- 
muth sulphite agar, and blood agar with 0-1% sodium 
azide—showed that infection with amoebae had little 
effect upon the nature of the bacterial flora. In 6 of 37 
infected animals non-lactose-fermenters became pre- 
dominant; these organisms were present in small num- 
bers in 9 of 42 normal rats. No anaerobic cultures were 
made. 


Strains of Bacterium coli and the paracolon bacillus 
(group I), in doses of 10 to 1,000 million bacteria, 
administered by mouth to normal rats, caused only 
slight hyperaemia of the gut; when given to rats infected 
with amoebae the severity of the lesions was significantly 
greater than in control animals. The-strain of paracolon 
bacillus used was identified in the caecal contents. 
Shigella flexneri is stated to have “ failed appreciably to 
aggravate the infection” and the organism could not 
be recovered from the gut. [The tables show that the 
average severity of the lesions was increased by Sh. 
flexneri and by paracolon bacillus to about the same 
extent. With paracolon bacillus, 83 rats and 69 controls 
were used, and the difference was significant; with 
flexneri 8 rats and 11 controls were used, and because the 
numbers were small, the same difference was not 
significant. 

Doses of phthalylsulphathiazole (500 mg. per kilo of 
body weight orally) or penicillin (500 units subcutane- 
ously) given on 4 occasions during the 48 hours pre- 
ceding inoculation reduced the proportion of rats 
infected and the severity of the lesions. When both 
drugs were administered, the effect was greater than with 
either given alone. As neither drug showed amoebicidal 
activity in vitro it is concluded that the action was to 
prevent or reduce the secondary bacterial infection. 
Penicillin also had some effect upon established amoebic 
infections; phthalylsulphathiazole enhanced this effect, 
although it was inactive alone. 

The authors consider that the initial infection with 
a strain of amoebae depends upon its intrinsic invasive 
power, but that the severity of the lesions is influenced 
profoundly by bacteria, which produce secondary infec- 
tion and inflammation at the sites of amoebic invasion. 
[This is a useful concept, but no real evidence is presented 
to show that amoebae differ in intrinsic invasive power. 
If this were so, the proportion of animals infected would 
be to some extent independent of variations in the 
lesions brought about by administration of virulent 
bacteria or protective drugs. In all the experiments 
recorded here, every increase or decrease in severity of. 
infection is accompanied by an increase or decrease in the 
proportion of animals infected.] L. G. Goodwin 


See also Section Hygiene and Public Health, 
Abstract 1946. 


2298. A Note on the Effect of High Temperature on 
the Pupal Stage of Glossina in Relation to the Transmission- 
rate of Trypanosomes 

T. A. M. Nasu. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.] 42, 30-32, April, 
1948. 6 refs. 


In Burtt’s experiments (Ann. trop. Med. Parasit., 
1946, 40, 18; 41, 50) tsetse flies (Glossina morsitans), 
which hatched from pupae incubated at about 86° F. 
(30° C.), showed a greater transmission rate for Trypano- 
soma rhodesiense than those hatched from pupae kept at 
the lower average temperature of the laboratory. In 
Northern Nigeria, Nash (Bull. ent. Res., 1942, 32, 327) 
found many pupae of G. submorsitans in soil at tempera- 
tures ranging from 69° to 82° F. (20-5° to 28° C.) but 


| 
| 
| 


very few at higher temperatures, and as the shade tempera- 
ture reached 106° F. (41-1° C.) it is probable that Burtt’s 
pupae were incubated at a higher temperature than they 
would experience in nature; his experiments should be 
repeated at 69° and 82° F. 

The author’s work in Nigeria (Bull. ent. Res., 1937, 28, 
75; 1939, 30, 259) led him to conclude tentatively that 
most sleeping sickness conveyed by the riverine tsetse 
flies G. palpalis-and G. tachinoides is contracted in the 
late dry season when the soil temperature is high and 
when the flies have become restricted to permanent water 
pools, such as the village water holes; here contact 
between the flies and the people is close, and the flies are 
compelled to feed largely on human beings. Con- 
firmatory evidence for this view was not obtained from 
the dispensaries, because the disease is mild in character 
and natives present themselves late for treatment. If it 
should be confirmed it may be possible to reduce the 
length [and cost] of protective clearings of river crossings 
to that required for the dry season only. J. F. Corson 


2299. The Action in vitro of Some Aromatic Diamidines 
on a Sudan Strain of Leishmania infantum 

S. ADLER, I. TCHERNOMORETZ, and M. Ber. Annals of 
Tropical Medicine and Parasitology [Ann. trop. Med. 
Parasit.] 42, 1-4, April, 1948. 12 refs. 


Two strains of leishmania were investigated: an Indian 


strain of Leishmania donovani and a Sudanese strain- 


which, because of its relative resistance to treatment in 
man, the authors prefer to regard as a strain of L. 
infantum. Tubes containing the diamidines dissolved in 
5 ml. of Locke—serum—agar were inoculated each with 
2,000,000 flagellates and incubated at 24° C. Other 
series of tubes were left for 24 or 48 hours at 37° C. 
before incubation at 24° C. The numbers of living 
flagellates per c. mm. were counted at the end of the 
experiment, and the concentration of drug which just 
allowed the survival of a few flagellates without multi- 
plication was determined. 

Similar experiments were carried out with suspensions 
of leishmania forms from infected hamsters. The leish- 
mania were enumerated by mixing with a standardized 
suspension of fowl erythrocytes and counting the relative 
numbers of parasites and cells in stained smears. Pure 
penicillin (5 units per c. mm.), which had no effect 
upon leishmania, was added to the medium to ensure 
sterility. Propamidine and pentamidine were more 
active against the Indian than against the Sudanese 
strain. Stilbamidine was less active than the other two 
drugs, but was equally potent against both strains. 
Leishmania forms were more susceptible than flagellates, 
but concentrations of drug which just prevented multi- 
plication did not cause permanent damage to the 
organisms, which exflagellated and multiplied when 
transferred to fresh medium. The effective concentra- 
tions of drugs were higher than those observed by Collier 
and Lourie (Ann. trop. Med. Parasit., 1946, 40, 88) [who 
used a clear, fluid medium composed of rabbit serum and 
laked rabbit cells free from agar and particles which 
might adsorb the drugs]. L. G. Goodwin 
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2300. Sternal Puncture and Malaria 
J. K. Menta. Indian Physician [Indian Physician] 7, 
90-95, April, 1948. 2 refs. 


Sternal puncture for the diagnosis of malaria was. - 


performed in 175 cases (174 of them in males). Films 
from both the marrow and the peripheral blood were 
stained with dilute Giemsa and carefully examined. No 
extracellular forms of parasites were recognized as 
diagnostic. Of the total number of cases parasites were 
present in 83, in the peripheral blood and sternal marrow 
in 64, and in the sternal marrow alone in 19. Parasites 
were sometimes found in the peripheral blood only 
after a very prolonged search, whereas in the sternal 
smears they were often found after a few minutes’ 
examination. -Plasmodium falciparum crescents and 
ring forms and P. vivax trophozoites were found in 
smears. Some of the cases were clinically atypical, but 
pyrexia and a palpable spleen were present in the majority. 
Two cases of cerebral malaria were seen, both with para- 
sites in the peripheral blood and in sternal smears. One 


of these patients recovered after intramuscular quinine, 


the other died in spite of intensive treatment with this 


.drug, about gr. 50 (3-2 g.) of quinine being given daily 


—gr. 30 intramusculatly and gr. 20 by stomach tube. 
[Apparently intravenous medication with quinine and/or 
mepacrine was not used.] Six patients in the present 
series recovered without quinine (5 benign tertian and 
1 malignant tertian) and after a month had had no 
relapse. 

[Sternal puncture would appear to be of value in 
doubtful cases where parasites cannot be found in the 
peripheral blood and in the very early stages of malignant 
tertian malaria. ] C. F. Shelton 


2301. Tissue Forms of a Malaria Parasite. Plasmodium 
cynomolgi 

F. HAWKING, W. L. M. Perry, and J. P. THURSTON. 
Lancet [Lancet] 1, 783-789, May 22, 1948. 13 figs., 
18 refs. 


After giving a short history of the search for the exo- 
erythrocytic (tissue) forms of malarial parasites of birds 
and mammals carried out in different countries during 
the last 10 to 15 years, the authors describe their 
own investigations of experimental infections of rhesus 
monkeys (Macaca mulatta) with Plasmodium cynomolgi, 
a parasite of monkeys closely resembling P. vivax, 
the cause of benign tertian malaria. Shortt efa/. showed 
recently that the tissue forms of these two species of 
parasites occur in the liver (Nature, 1948, 161, .126; 
Brit. med. J., 1948, 1, 192 and 547). The numerous 
experiments recorded in this paper were carried out at 
the National Institute for Medical Research, Hampstead, 
London. Rhesus monkeys were infected with P. 
cynomolgi by injection of sporozoites in salivary glands 
of infected Anopheles quadrimaculatus and A. maculi- 
pennis into the blood stream, skin, and various organs; 
observations were made during 9 days after injection. 

Subinoculation of minced liver 2 days, 5 days, and 


2 
F 
I 
J 


— 


— 
pr 
Su 
ski 
Bl 
it 
th 
20 
th 
fre 
pl 
je 
q 
| re 
si 
| 7 

8 
ti 
st 
al 
| r 
a 
V 
I 


MALARIA 


7 days 15 hours after injection of sporozoites did not 
produce infection though parasites were found (later) 
in material removed from the livers in the last two periods. 
‘Subinoculation of several other tissues—spleen, lung, 
skin, marrow, cerebrum—also failed to infect monkeys. 
Blood was removed at various periods after injection of 
sporozoites and was injected intravenously into monkeys; 
it was not infective until 7 days 21 to 23 hours later when, 
presumably, merozoites began to enter the blood from 
the liver. Experiments showed that this entry of mero- 
zoites is continuous for at least 48 hours; it was calculated 
that in infections from a few mosquitoes about a million 
parasites enter the blood from the liver, while in infections 
from 100 mosquitoes the numbers would be from 100 to 
1,000 million. In one experiment a tourniquet was 
placed round the monkey’s arm, sporozoites were in- 
jected intradermally in the hand, and after 2 hours 
0-7 ml. of venous blood was taken distally to the tourni- 
quet, and inoculated into a monkey; both the donor and 
recipient monkey became infected. Tissue cultures of 
portions of spleen, lymph nodes, and bone marrow from 
sites previously inoculated with sporozoites did not 
reveal parasites; liver cells failed to grow in cultures. 

The authors describe in detail, with illustrations, the 
appearance of the parasite in liver sections at 5 days, 
7 days 15 hours, and 7 days 23 hours after inoculation of 
sporozoites. 

A monkey was inoculated intracerebrally with sporo- 
zoites and showed blood infection after 17 days; 7 days 
8 hours after inoculation the site was examined and one 
tissue form of parasite was found in sections of the 
grey matter. 

These findings confirm those of Shortt ef a/.; the earlier 
stages of development of the sporozoites in the monkey 
are not yet known. The authors refer to similar develop- 
mental forms of Hepatocystes (Plasmodium) kochi 
(Garnham, Trans. R. Soc. trop. Med. Hyg., 1948, 41, 601) 
and other parasites, and discuss certain views on the 
evolution of this group of protozoa and the significance 
of the tissue forms of P. vivax in the human liver. 

_J. F. Corson 


2302. Curative Action of Pamaquine Naphthoate, 
Quinacrine Hydrochloride, and Quinine Bisulphate in 
Plasmodium cathemerium Infections of the Duck 

H. A. WALKER, L. A. STAUBER, and A. P. RICHARDSON. 
Journal of Infectious Diseases [J. infect. Dis.] 82, 187-196, 
March-April, 1948. 3 figs., 5.refs. 


A method of comparing antimalarial drugs in respect 
of their curative and suppressive action on infections 
with Plasmodium cathemerium in ducks is described. 
Ducks aged 10 to 12 days and weighing 150 g. were 
infected by intravenous inoculation of a dose of 5 x 108 
parasitized erythrocytes per kilo of body weight; the 
infection reaches its peak (30 to 50% of the erythrocytes 
infected) by the fourth day, and by the eighth day 
parasites are usually no longer visible in blood smears 
though subinoculation shows that they remain for 
months. The criteria of cure were: (1) no parasito- 


logical relapse after the end of treatment; (2) negative © 


subinoculation; (3) an acute reinfection by a second 


669 


inoculation of blood parasites 30 days after the first and 
23 days after therapy. The experiments were made at 
the Squibb Institute for Medical Research and Rutgers 
University, New Brunswick, New Jersey. __ 

Subinoculation and reinfection were more reliable tests 
than blood smears, but a few inconsistencies occurred 
with them, reinfection taking place when subinoculation 
caused infection and subinoculation failing to infect when 
reinfection failed. It was finally shown that reinfection 
together with pre-reinoculation smears forms a more 
reliable criterion than subinoculation. There were no 
spontaneous cures in 89 untreated controls. 

Pamaquin and mepacrine were tested by giving them 
in the food; a diet level of 0-005% of pamaquine (equal 
to a daily drug intake of 15 mg. per kilo) cured 9 of 13 
ducks and the ED 50 (the dose curing 50% of the ducks) 
was 17 mg. per kilo, while the ED 50 for suppressive 
activity was 1-2 mg. per kilo. Some deaths were due to 
drug toxicity, the curative doses being very near the toxic 
level. With mepacrine the ED 50 (curative) and the 
ED 50 (suppressive) were 95 mg. per kilo and 5 mg. per 
kilo respectively. Quinine bisulphate, -in the highest 
doses that the ducks would accept in the food (0-085% 
diet level or 150 to 200 mg. per kilo quinine base), had no 
curative value; daily doses of 1,500 mg. per kilo given 
by stomach tube to 70 ducks cured none. The ratio of 
the ED 50 (curative) to the ED 50 (suppressive) of pama- 
quin was 14 and this could be used as a standard in the 
routine assay of curative drugs; the ratio for mepacrine 
was 19 and that for quinine, the least effective of the 
three drugs, was over 20. In such experiments some of 
the deaths, otherwise inexplicable, may be due to filtrable 
agents associated with the malarial infections used. 

The authors conclude that a significant proportion of 
ducks infected with P. cathemerium can be cured with 
pamaquin or mepacrine but not with quinine. 

J. F. Corson 


2303. Malaria. Observations on Treatment with Chloro- 
quine (SN 7618) and Combined Quinine and Plasmochin 
T. A. WarTHIN, S. A. Levine, and R. R. Evans. New 
England Journal of Medicine [New Engl. J.:Med.] 238, 
467-469, April 1, 1948. 1 fig., 6 refs. 


From July 1, 1946, to July 1, 1947, 125 cases of benign 
tertian malaria (Plasmodium vivax) of Pacific area origin 
were treated in the Veterans Administration Hospital, 
West Roxbury, Massachusetts. All the patients had 
had mepacrine in suppressive or therapeutic doses while 
in the Pacific area. In the hospital 26 received a 3-day 
course of chloroquine—1 g. and 0-5 g. after 8 hours on 
the first day, 0-5 g. on the second and third days—and 
most were discharged on the third day and told to take 
0-5 g. weekly for 5 weeks; 103 patients were treated with 
plasmochin naphthoate (pamaquin), 0-02 g. every 8 hours 
for 14 days and quinine sulphate 1 g. every 8 hours on 
the first day and 0-6 g. every 8 hours for 13 days [see 
Most et al., Amer. J. med. Sci., 1946, 212, 550, and 
Abstracts of World Medicine, 1947, 2, 343]. 

Some patients (89) were followed up for 6 to 12 months, 
the rest [36?] for 1 to 6 months; among the 26 who | 
received chloroquine the parasitic relapse rate was 42% 
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and the total rate was 84%, about equal to the rates after 
mepacrine treatment. No parasitic relapse occurred 
during 6 to 12 months among 63 patients treated with 
quinine and pamaquin, though 16 had some suggestive 
symptoms. 

The authors conclude that chloroquine is as effective 
as mepacrine in acute relapses and is better tolerated, 
but has no greater effect on the relapse rate; the combined 
course of quinine and pamaquin markedly reduces the 
relapse rate, but to avoid toxic effects it should be given 
only to patients under observation and with restricted 
activity. J. F. Corson 


2304. A Study of the Prophylactic, Curative and Sup- 


pressive Activity of SN-11,437 (Metachloridine) in 
Standardized Infections of Vivax Malaria 

T. N. PULLMAN, A. S. ALVING, R. Jones, C. M. WHORTON, 
B. Craice, and L. EICHELBERGER. American Journal 
of Tropical Medicine [Amer. J. trop. Med.} 28, 413-423, 
May, 1948. 7 figs., 13 refs. 


** Metachloridine’, a proprietary name for N’- 
(5-chloro-2-pyrimidyl)metanilamide, was tried in benign 
tertian malaria because it has much greater prophylactic 
action in bird malaria than other sulphonamides. Its 
toxicity in laboratory animals is low, though very large 
doses cause hypoprothrombinaemia, haemorrhages, 
and other harmful effects. Volunteers, inmates of 
Illinois State Penitentiary, U.S.A., were infected with 
Plasmodium vivax (Chesson strain) by the bites of 
Anopheles maculatus and by inoculation of infected blood 
(Chesson and McCoy strains), and the prophylactic, 
curative, and suppressive activity of the drug was tested. 

The drug is quickly absorbed when taken by mouth; 
1-4 g. a day produced a plasma concentration of 11 mg. 
per 100 ml., but when sodium bicarbonate was also 
taken 4 g. daily of metachloridine was needed to give the 
same plasma concentration. Renal excretion of the 
drug was much increased when the urine was alkaline. A 
prolonged bleeding time in one man after large dosage 
was the only certain toxic effect. Volunteers received 
the drug 4-hourly on the day preceding the mosquito 
bites, on the day of the bites, and for 6 or 20 days after- 
wards; plasma concentrations were 10 to 14 mg. per 
100 ml., and the total dosage varied from 44 g. to 82 g. 
Sodium bicarbonate was also taken to make the urine 
alkaline. Primary malaria was not prevented in any 
volunteer but the pre-patent period was lengthened by 
about the period of drug administration. Similar doses 
were used for treatment of primary infections and first 
and second relapses in sporozoite-induced infections; 
the drug was given alone in various doses and with sodium 
bicarbonate or with quinine, chloroquine, or pamaquin. 
It was about as effective as quinine, though parasites 
remained longer in the blood and relapses occurred after 
all the combinations, the relapse rate being not less than 
with other suppressive drugs. Metachloridine was tried 
alone and with alkali in both trophozoite-induced and 
sporozoite-induced infections; in the former it was given 
in divided doses by mouth for 4 days in a total dosage of 
0-002 to 13g. A total dosage of 1 g. or more resulted in 
cure; a total dose above 0-02 g. temporarily suppressed 


fever and parasitaemia. In the latter infections single 


weekly doses of 2 to 0-06 g. were given and repeatedly — 


reduced until a dose was reached which failed to suppress 
the malaria (0-125 g. or less). There was complete sup- 
pression in 9 of 10 patients with weekly doses of 0-25 g. 
or more, but Coggeshall (personal communication) 
observed a 10% relapse rate with weekly doses of | g, 
Plasmodium falciparum is more resistant to this drug 
than P. vivax. J. F. Corson 


2305. A Comparison of the Effectiveness of Quinacrine 
and Quinine Against Falciparum Malaria 

J. Mazer, F. B. BANG, and N. G. Hairston. American 
Journal of Tropical Medicine [Amer. J. trop. Med.] 28, 
401-406, May, 1948. 4 refs. 


During the New Guinea campaign in the war of 1939- 
45 it was found that a course of 0-3 g. of quinacrine 
{[mepacrine] daily for 5 days did not quickly control 
subtertian malaria, whereas the course given in the 
Australian Army of 2 g. of quinine hydrochloride daily 
for 3 days, then 0-4 g. of mepacrine daily for 5 days did 
sO; symptoms often reappeared, however, in the early 
days of the latter mepacrine course because quinine had 
disappeared from the plasma on the fourth day and 
mepacrine had not yet reached an effective level in the 
plasma. This raised doubts about the efficiency of 
mepacrine which it was important to dispel; comparative 
observations were therefore made at the 2/7 Australian 
General Hospital. 

Alternate soldiers admitted with subtertian malaria 
were treated with a standard course of mepacrine or 
quinine, each drug being given three times a day for 
6 days. The daily doses of mepacrine were 1:2, 0-8, 
0-4, 0-4, 0-4, 0-4 g., and those of quinine hydrochloride 
(in solution) were 2-6, 2-6, 2-6, 2, 2, 2 g.; slight modifica- 
tions were made if urgently required. Temperatures 
were taken regularly and often the blood examinations 
included enumeration of parasites and estimations of 
plasma concentrations of mepacrine or quinine. There 
were 104 cases in the quinine series and 99 in the mepa- 
crine series, and each series was subdivided into 3 groups, 
according to the density of infection on admission. 

Plasma levels in the 3 groups were similar; mepacrine 
on the second day varied from 24 to 264 yg. per litre, 
only 1 reading being below the effective level of 30; 


while on the sixth day they varied from 15 to 179 yg... 


with only 1 under 30. Quinine on the second day varied 
from 4-4 to 14-8 mg. per litre, 2 readings being under 
the effective level of 5 mg.; while on the sixth day it 
varied from 1 to 11 mg.; with 37 under 5 mg.; 19 of the 
latter patients had 4to 5 mg. In both series the tempera- 
ture fell to normal within 48 hours in the lowest density 
group and within 72 hours in the other 2 groups. 
Gametocytes appeared in 13 of the patients receiving 
mepacrine and in 14 of those receiving quinine. Six 
of the patients taking mepacrine had brief nervous disturb- 
ances—acute mania in 4 and epileptiform convulsions 
in 2 with no history of epilepsy; such attacks were not 
seen in patients with benign tertian malaria given the 
same course of mepacrine; the plasma levels of 
mepacrine in the 6 patients were not abnormal. 
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Another series of 82 patients received mepacrine, 
1-2 g. on the first day and 0-4 g. on each of the next 
5 days (total 3-2 g.); this lower — produced adequate 
plasma levels. J. F. Corson 


2306. Metabolic and Haematological Disturbances in 
Malaria. (Les troubles métaboliques et hématologiques 
dans le paludisme. Etude clinique, physiopathologique 
et thérapeutique) 

I. RADVAN. Annales de Médecine [Ann. Méd.] 49, 215- 
247, 1948. Bibliography. 


ARTHROPODS 


2307. On the Venom of Scorpions Prionurus australis 
L. and Prionurus aeneas C. Koch. (Sur le venin des 
scorpions Prionurus australis L. et Prionurus aeneas 
C. Koch) 

E. SeRGENT. Archives de l'Institut Pasteur d’ Algérie 
[Arch. Inst. Pasteur Algér.] 26, 21-24, March, 1948. 
1 fig., 8 refs. 


Eight species of scorpion are to be found in North 
Africa. The toxicity of their venoms varies very con- 
siderably and the following results were obtained for the 
minimal lethal dose for a mouse of 20 g. body weight of 
the dried and powdered telson. [The telson is the last 
segment from the body of a crustacean: in the case of a 
scorpion it contains the poison gland.] 


Species Minimum Lethal Dose 
Prionurus australis L. sy of a telson 
P. amoreuxi Aud. Ts 
P. hoggarensis Pliry Ts 95 
P. aeneas C. Koch 


Buthus occitanus Amx 
Hottentota gentili Piry 
Scorpio maurus L. 


? to | telson 
7 telsons 


This table shows that, contrary to the popular view, 
large black scorpions are not the most dangerous, for the 
large black species are P. hoggarensis, P. aeneas, and 
Hottentota gentili. G. M. Findlay 


FUNGUS INFECTIONS 


2308. Isolation of Pathogenic Fungi from Experimentally 
Inoculated Guinea Pigs 

A. Howe.t. Public Health Reports (Publ. Hith Rep., 
Wash.} 63, 602-616, May 7, 1948. 26 refs. 


Guinea-pigs were inoculated intraperitoneally with 
Histoplasma capsulatum, Blastomyces dermatitidis, and 
Candida albicans. They proved to be relatively resistant 
to infections with the first two, while none of those in- 
jected with C. albicans developed an infection. All buta 
few proved to be sensitized, the skin reactions being 
positive although they had been negative before inocula- 
tion. The organisms were occasionally isclated from the 
spleens of apparently healthy animals. R. Salm 


2309. Studies of Fungus Antigens. III. Sensitization of 
Normal Animals with Skin Test Antigens 

A. Howe. Public Health Reports [Publ. Hith Rep., 
Wash.] 63, 595-601, May 7, 1948. 8 refs. 


The effects of simultaneous and repeated intradermal 
injections of 0-1 ml. of various dilutions of histoplasmin, 
blastomycin, an autoclaved filtrate of Candida (Monilia) 
albicans, heat-killed suspensions of the yeast-phase of 
Histoplasma capsulatum and Blastomyces dermatitidis, 
and of a 1-100 dilution of a heat-killed suspension of C. 
albicans on normal guinea-pigs have been studied. It 
has been shown that these antigens, if used in sufficient 
concentrations, may sensitize normal guinea-pigs.— 
[Author’s summary. ] 


2310. The Use of Coccidioidin 

C. E. Smitn, E. G. WHITING, E. E. BAKER, H. G. ROSEN- 
BERGER, R. R. BEARD, and M. T. Saito. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 57, 330-360, 
April, 1948. 2 figs., 61 refs. 


A method is described for preparing coccidioidin in a 
medium containing /-asparagine, ammonium chloride, 
dipotassium phosphate, sodium citrate, magnesium 
sulphate, ferric citrate, dextrose, glycerin, and water, 
sterilized at 240° F. (115° C.) for 15 minutes. Strains 
do not differ much in their capacity to produce cocci- 
dioidin in this medium; no difference in potency is 
caused by grinding the mat or altering the conditions of 
filtration, but, as different batches vary in potency, 
coccidioidin batches should be standardized on man, 
non-reactors, reactors, and “ equivocal” reactors being 
used. 

Coccidioidin sensitivity is of “* bacterial’ type and is 
not transmissible passively. An immediate reaction 
(wheal with pseudopods developing in 15 minutes to 
1 hour) or a delayed reaction developing in 6 to 24 hours, 
maximal at 36 to 48 hours and fading thereafter, may be 
observed. Sensitivity is developed in 2 days to 3 weeks 
after infection. Coccidioidal erythema nodosum reacts 
to coccidioidin, and in active infection coccidioidin 
testing may precipitate the development of erythema 
nodosum. In cases of generally disseminated cocci- 
dioidal granulomata there is usually reduced sensitivity 
to coccidioidin; if sensitivity to coccidioidin is main- 
tained during dissemination the prognosis is better than 
if sensitivity falls. In most cases without dissemination, 
sensitivity falls very slowly; there seems little evidence 
that sensitivity is maintained by exposure to reinfection. 

Coccidioidin is not antigenic and does not appear to 
sensitize man; sensitivity tests may therefore be carried 
out before serological examinations. The dosage is 
important, as severe reactions cause local discomfort and, 
occasionally, fever and general malaise; they do not, 
however, activate a quiescent infection, or cause general 
dissemination, or adversely affect an acute illness, except 
by precipitating erythema nodosum or erythema multi- 
forme. Coccidioidin is very stable both to heat (it with- 
stands 250° C. for 10 minutes) and to ageing—undiluted 
material is stable for at least 9 years, and, if uncontamin- 
ated, will keep diluted for many months. 
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No control is necessary if the asparagine synthetic 
medium is used for preparing coccidioidin. Great care 
is essential in the cleaning of syringes for injection of 
coccidioidin, because it is readily adsorbed on glass (like 
tuberculin) and cannot be destroyed by autoclaving. 
Syringes should, therefore, be new, or treated with acid 
dichromate solution overnight or boiled in it before use. 
Contamination of the coccidioidin, subcutaneous instead 
of intradermal injection, and inaccurate reading of reac- 
tions may invalidate the test. C. L. Oakley 


2311. Primary Pulmonary Coccidioidomycosis. Case 
of Laboratory Infection in England 
J.D. N. NaBarro. Lancet [Lancet] 1, 982-984, June 26, 
1948. 2 figs., 28 refs. 


RHEUMATIC FEVER 


2312. The Toxic Manifestations of Sodium Salicylate 
Therapy 
J. D. P. GraHamM and W. A. Quarterly 
Journal of Medicine {Quart. J. Med.] 17, 153-163, April, 
1948. 3 figs., 26 refs. 


The authors gave sodium salicylate to 40 rheumatic 
patients and to 30 non-rheumatic convalescents; they 
studied toxic manifestations in relation to plasma sali- 
cylate levels. With progressively increasing levels the 
following were noted: erythema, tinnitus, deafness, 
nausea, vomiting, albuminuria, hyperventilation, marked 
sweating, headache, vertigo, severe drowsiness, aceton- 
uria, haematuria, confusion, excitement, euphoria, pul- 
monary oedema, severe dyspnoea, and haemorrhage. 
The more serious signs were noted with a salicylate level 
of more than 35 mg. per 100 ml. 

The authors describe human and animal experiments, 
from which they conclude that vomiting due to salicylate 
is of central origin; that hyperpnoea is directly caused by 
salicylate; that the fall of carbon-dioxide combining 
power is a secondary effect; and that the vagal endings 
are the sites of stimulation for the hyperpnoeic effect. 
[The evidence for this last conclusion is unsatisfactory. 
We are not informed which of the manifestations arose 
in rheumatic patients and which in controls. It is there- 
fore not possible to conclude which were indeed due to 
salicylate and which were not, especially since many of 
them might have arisen in untreated rheumatic fever. 
It is also essential to know whether or not the patient 
with pulmonary oedema had been given salicylate in 
intravenous fluid.] G. Loewi 


2313. Does Sodium Salicylate Cure Rheumatic Fever? 
J. Rem. Quarterly Journal of Medicine (Quart. J. Med.] 
17, 139-151, April, 1948. 5 figs., 6 refs. 


To answer the question contained in the title the author 
studied 12 patients; 9 adults had polyarthritis, fever, 
and tachycardia; 3 children had pericarditis, fever, and 
tachycardia. Sodium salicylate was given by mouth: 
7 adults received 2 g. of sodium salicylate and 2 g. of 
sodium bicarbonate 5 times each day; 2 adults received 
10 g. of sodium salicylate a day only; 2 children were 


given 1°3 g. sodium salicylate and 1°3 g. sodium bicar- 
bonate 5 times a day, and 1 child sodium salicylate only, 
Venous blood and the total urinary output were collected 
daily for salicylate estimations. 

Plasma salicylate levels of 20 to 46 mg. per 100 ml, 
were reached in 3 to 8 days, then a fall occurred. Higher 
levels were reached and maintained without added 
sodium bicarbonate, probably due to less urinary excre- 
tion. At the highest plasma salicylate levels there was 
depression of alkali reserve and urine pH. The author 
concludes that the rate of disappearance of pain, fever, 
and tachycardia and the rate of fall in the erythrocyte 
sedimentation rate are proportional to the height of the 
plasma salicylate level. In one case it is even claimed 
that pericardial friction disappeared and reappeared with 
rise and fall respectively in salicylate level. [No electro- 
cardiographic evidence of pericarditis is offered, and since 
the patient was febrile when friction was heard it is 
conceivable that this was due to a dilated pulmonary 
artery as suggested by Ortiz (Arch. lat.-amer. Cardiol. 
Haematol., 1933, 3, 45).] The author thinks that plasma 
salicylate levels should be kept between 30 and 40 mg. 
per 100 ml. while disease is active. G. Loewi 


2314. Rheumatic Fever: p-Aminobenzoic Acid. (Fiévre 
rhumatismale: acide para-aminobenzoique) 

M. BELIsLeE. Union Médicale du Canada (Un. méd. Can.} 
77, 392-425, April, 1948. 5 figs., 233 refs. 


A report on some observations on the effect of para- 
aminobenzoic acid on the salicylate level of the blood 
during sodium salicylate therapy is preceded by a review 
of the aetiology, symptomatology, diagnosis, and treat- 
ment of rheumatic fever.- This review includes a sum- 
mary of the recent evidence of the possible anaphylactic 
nature of the lesions; of the possible role of hyaluronidase 
—the “* spreading factor’, which increases the perme- 
ability of the vessels in infective processes; and of 
observations demonstrating the value of sulphonamides 
in prophylaxis. 

para-Aminobenzoic acid, possibly a part of the vitamin- 
B complex, is a non-toxic substance which plays an essen- 
tial part in syntheses necessary for bacterial growth; 
it inhibits the bacteriostatic action of sulphonamides and 
the growth of rickettsia, and has been used with excellent 
results in typhus. It was reported in 1946 that if para- 
aminobenzoic acid were administered by mouth to 
patients undergoing sodium salicylate therapy, a rise in 
the salicylate level of the blood was provoked. Three 
cases are now reported in which this observation is 
confirmed. The patients received 24 g. of para-amino- 
benzoic acid daily, divided into 2-hourly doses. The 
salicylate level of the blood was found to be increased 
up to 2 to 5 times its initial level. With relatively 
small doses of sodium salicylate it is possible in this way 
to obtain a blood concentration of 35 mg. per 100 ml., 
which is considered the optimum in the treatment of 
rheumatic fever. It may have a place in therapeutics 
when the necessary blood concentration cannot be 
obtained by the administration of salicylate alone, but 
its limitation is the need for 2-hourly doses because it is 
rapidly eliminated. Kenneth Stone 
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Abdomen, upper, metastases of 
ovarian carcinoma in, 253 

Abortion, criminal, immediate 
death of foetus following use 
of saponaria root, 363 

Abscess, liver, factors deter- 
mining localization of, 255 

—, pulmonary, anaerobic and 
aerobic, 286 

~-, —, secondary to bland pul- 
monary infarction, 514 

Acceleration, protection against, 
by carbon dioxide inhalation, 


44 

reduced barometric 
pressure, pulse rate responses 
to, 344. 

2-Acetaminofluorene, _carcino- 
genic activity, action of re- 
lated compounds, 147 

—, — —, characteristics of 
lesions in rats, 595 

—,——, effects of concentra- 
tion and duration of exposure, 
146 

—, — —, influence of manner of 
administration, age of animals 
and type of diet, 146 

-—-induced pulmonary tumours 
of rat, histology, 148 

Acetyl - 8 - methylcholine, see 
Mecholyl ”’ 

Acetylcholine and body tempera- 
ture, 235 

—,concentrations in serum, 
high, in pernicious anaemia, 


283 

Acetylsalicylic acid ingestion, 
effect on electrophoretic pat- 
terns of human plasma, 129 

Ac-globulin, function in blood 
coagulation, 5 

Achlorhydria, absence in true 
pernicious anaemia, 512 

Achromotrichia, sulphapyridine- 
induced, role of pantothenate 
in, 124* 

Acid-base balance, renal regula- 
tion of, 126, 127 

Acidosis, diabetic, effect of ad- 
ministration of sodium phos- 
phate in, 164 

—, dilution, prevention by ad- 
ministration of sodium bi- 
carbonate, 497 

—, effect on concentration of 
mepacrine and chloroquine in 
blood, 356 

—, respiratory, in children, 496 

Acids, organic, and their salts, 
in treatment of severe rickets, 
610 

—,—, effect on streptomycin 
activity, 359 

Acridine compounds, in vivo 
staining and retardation of 
tumours by, in mice, 479 

Acridines, uptake by yeast cells, 
15 

—,— by cell substances, 14 

“ Acriquine”’, see Mepacrine 

Acroangiothrombosis, thrombo- 
cytic, neuropathological as- 
pects of, 313 

Acrodermatitis atrophicans, 
pathogenesis, transplantation 
experiments, 189 

Acrodynia, treatment of, with 
BAL, 387 

Actinomyces, lavendulin and 
actinorubin produced by, 133 

Actinomyces griseus, antibiotic 
principle of filtrates of, ex- 
traction and properties, 470 
* 
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Actinomycosis, generalized, com- 
plete occlusion of superior 
vena cava with chronic 
mediastinitis in, 177 

Actinorubin, isolation and 
characteristics, 133 

Addis—Shevky concentration 
test, 643 

Addison’s disease, effect of 
synthetic 11-dehydrocortico- 
sterone acetate on, 297 

— —, renal function in, 635 

——, treatment by subcutane- 
ous implantation of desoxy- 
corticosterone acetate, 410 

Adenine treatment of pernicious 
anaemia, failure of, 511 

Adenoma of parathyroid, 635 

Adrenaline, activation of hyper- 
tensin and tyrosine by, 278 

—and ephedrine, interaction 
between, 464 

—, antagonistic action on 
thy mox yet hyldiethylamine, 
132 

—,anti-curare action of, pre- 
vention by dibenamine’’, 


355 

—, circulating, hypertension due 
to, test for, 59 

—, effect on blood circulation in 
man, 240 

—,enhancement of 
infections by, 603 

— ergotoxine reversal pheno- 
menon upon blood pressure, 
131 

—, infusion as cause of eosino- 
penia, 622 

—, inhalation of, clinical effects 
of, 391 

— -penicillin mixture in single 
injection treatment of gonor- 
rhoea, 528 


bacterial 


— potentiating effect of sodium 


ascorbate in allergy, 271 

— -related compounds, pharma- 
cology of, 577 

—, response to, in hypertension, 
504 

—,use in bronchography of 
asthmatics, 28 

Adrenals, 297-8 

—, carcinoma, Patterson’s urin- 
ary colour test in diagnosis of, 


297 

—,—, histological lesions in 
essential hypertension, 505 

—, cortex, carcinoma of, femi- 
nism due to, 297 

— —, cytochemical study of, in 
hypo- and hyperthyroidism, 
411 

— —, effect on sugar metabo- 
lism, 569 

— — extracts, action on electro- 
lyte balance, 74 

— — —, effect on blood chem- 
istry and immunity in child- 
ren, 493. 

— — —, injection, response of 
spontaneous lymphoid leu- 
kaemuas to, 148 

— — hormones, assay compari- 
son of liver glycogen deposi- 
tion and work performance 
tests in, 298 

— — —, excretion in endocrine 
and non-endocrine disease, 
chemical measurement of, 520 

—w—in essential and _ renal 
hypertension, 167 

—-—-—relation to 
activities, 6 


stressful 
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Adrenals, cortex, role in mobi- 
lization of nitrogen from 
tissues in fasting, 409 

— —, virilizing tumour, histo- 
logy of, 520 

zona glomerulosa, cessa- 
tion of hormone production 
in, after prolonged administra- 
tion of desoxycorticosterone 
acetate, 297 

—,effect on early hepatic 
regeneration, 411 

—, enucleation of, increased fat 
factor production after, 412 

— insufficiency, renal function 
in, 635 

—, vitamin C content in jaun- 
dice, diabetes mellitus and 
uraemia, investigations with 
luminescence microscope, 253 

Adrenocorticotrophin, produc- 
tion of ketosis by, 300 

—, — — temporary diabetes 
mellitus by, relation to uric 
acid metabolism, 612 

Adrenogenital syndromes, in- 
vestigation by analysis of 
morphology of pituitary, 
637 

Aédes aegypti control by residual 
spraying of DDT, 142 

Aerosols, aqueous, coating and 
agglutinating of dust particles 
by, 341 

—, —, reduction of dust deposi- 
tion in lungs by, 341 

—, determination of site of 
retention in respiratory tract 
by means of _ radioactive 
sodium 67 

—in administration of ‘ oua- 
bain ”’, 351 

—-— treatment of respiratory 
disease, 66 

—, medicated, use of lungs for 
introduction of, for systemic 
effect, 404 

Aerosporin, 
value, 134 

—, toxicity, 134 

— treatment of pertussis, 211 

Age selection of fatal polio- 
myelitis, changes in, 450 

—, variations in dermal absorp- 
tion with, 574 

Ageing in female rats, effects of 
sex and thyroid hormones on, 


chemotherapeutic 


350 
Agglutination inhibiting reac- 
tions with newly isolated 
strains of influenza virus, 
vagaries of, 154 


— tests with bone marrow, 
488 
— titres, heterophile and 


bacterial, enhancement with 
serum diluent, 158 

Agnosia after electric shock, 
653 

Agranulocytopenia, treatment 
by folic acid, liver extract and 
amino acids, 349 

Agranulocytosis, chronic, experi- 
mental observations on, 508 

—, cure by intravenous aneurin, 
282* 

— due to sulphonamide therapy, 
causing oesophageal stricture, 
179 

—,liver in, massive colony 
formation of Bact. friedlanderi 
in, 603 

AH-42, see Thenylene hydro- 
chloride 


673 


Air, alveolar, relation of oxygen 
tensions of, to arterial blood 
oxygen saturations 
work at altitude, 7 

— movement, effect on heat 
exchanges of acclimatized men 
in hot environments, 234 

—, Streptococcal contamination 
of, in living quarters, 564 

Albumin in cerebrospinal fluid, 
quantitative estimation of, 486 

Alcohol, effect as contaminant 
on erythrocyte sedimentation 
rate, 259 

—,-—_on_ behaviour following 

ead injury, 363 

—,—— capacity for work, 246 

—, isocaloric substitution for 
dietary carbohydrate, effect 
on excretion of B vitamins, 


during 


570 

Alcoholism, chronic, relation to 
atherosclerosis, 61 

of pancreatitis in, 
25 

—, serum amylase elevated in, 


250 

“‘Aleudrine’’ in treatment of 
bronchial spasm, 271 

Alexia and amnesic aphasia, 
syndrome of, 425 

—, congenital, so-called, 424 

—, visual, with colour agnosia, 
syndrome of, 430 

Alimentary tract, chronic granu- 
loma in, caused by minute 
mineral particles, 601 

Alkalosis, respiratory, in child- 
ren, 496 

Allantoin production and excre- 
tion, effect of sodium salicylate 
and glycine on, 239 

Allergens of house dust, 161 

comparison with 
mould products, 50 

—— — —, purification and 
chemistry of active  con- 
stituents of, 49 

Allergic dermatoses, acute pan- 
arteritis associated with, 49 

— diseases, treatment by ben- 
adryl, pyribenzamine and 
anthallan, 163 

— —, — — thiodiphenylamine 
derivatives, 392 

Allergy, 49-51, 161-3, 270-2, 
389-92, 497-500, 611-12 

—, adrenaline potentiating effect 
of sodium ascorbate in, 271 

—, bacterial, effect of salicylate 
and pyribenzamine on, 271 

—, electroencephalograms of 
children with, 610 

—, food, function and clinical 
application of rotary diversi- 
fied diet in, 499 

—, histological reactions in, 
classification of, 272 

— in children, relation to alti- 
tude, 163* 

—, pathogenesis of, 272* 

Alloxan diabetes in hypophys- 
ectomized rats, 53 

—, diabetogenic action, preven- 
tion by nicotinic acid, 53 

—, effect on cellular picture of 
islets of Langerhans, 35 

—, — — function and structure 
of normal and_ neoplastic 
pancreatic islet cells in man, 
599 

—in treatment of infant con- 
vulsions due to idiopathic 
hypoglycaemia, 385 


| 
| 
| 
| 
| | | is 


674 


Alloxan injection, effects of 
anterior pituitary extract and 
hypophysectomy on _ blood- 
sugar levels after, 52 

Altitude, effect on alveolar air 
oxygen tensions and arterial 
blood-oxygen saturations, 7 

—,in relation to allergy in 
children, 163* 

— tolerance, intermittent pres- 
sure breathing to increase, 234 

Alumina, calcined, effect of use 
of, in china biscuit placing, on 
health of worker, 565 

Aluminium dust, experimental 
lung changes due to, 176 

——, lung disease due to, 230 

— penicillin in mouse protec- 
tion tests, 16 

— subacetate in rheumatoid 
arthritis, ineffectiveness of, 423 

*““Amberlite A RIV” in treat- 
ment of peptic ulcer, 288 

Amidone, see ‘* Physeptone ” 

Amidopyrine, combination with 
Brood pe for prolongation of 

od penicillin level, 136 
-, effect on blood prothrombin 
12 

~— in rheumatism, 12 

Amines, sympathomimetic, oral- 
ly active, vasopressor activity 
of, 354 | 

Amino acids, agenized, effect 
when fed to dogs, 571 

—-— excretion in progressive 
muscular dystrophy, 651 

—-— in treatment of agranulo- 
cytopenia in rats, 349 

—-—+, preparation, lyophilized. 
determination of nitrogen 
balance index of, in protein 
deficiency, 269 

Aminoazo dyes, bound, in livers 
of rats fed p-dimethylamino- 
azobenzene, presence and 
significance of, 149 

Aminobenzoic acids, production 
by bacteria’ resistant to 
sulphonamides, 583 

p-Aminobenzoic acid, antibiotic 
action on Bact. coli, 14 

— —, bacteriostatic action, 358 

— —, effect on iron utilization 
in hypochromic anaemia, 235 

——,-—-— leucocyte count in 
leukaemia, 400 

— —, sunburn-protecting effect, 
78 

—-—, treatment of rheumatic 
fever, 672 

2-Aminodiazine, physiological 
response of animals to, 360 

2-Amino-4-methyl pyrimidine, 
physiological response of ani- 
mals to, 360 

1- Amino - 1 - phthalidylpropane 
hydrochloride, effects on ex- 
cised and intact intestine and 
uterus, 238 

4- Amino - 4 - propylaminodi - 
phenylsulphone treatment in 
experimental pneumococcus 
infection, 356 

p-Aminosalicylic acid and 
streptomycin, effect on experi- 
mental tuberculosis, 105 

——, metabolism in organism 
of rabbit, 574 

— —, treatment of experimental 
tuberculosis, 661 

— —, — — tuberculosis, 215, 
550 

Aminosolfibrin parenteral 
protein hydrolysate, 9 

Aminothiazole treatment of 
thyrotoxicosis, 294 

2-Aminothiazole absorption, phy- 
siological response of animals 
following, 360 

a-Aminovalerianic acid, action 
-in extrapyramidal syndromes, 
537 
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Ammonia, protection against, 
use of adsorbents for, 475 

—, toxicity to mice, comparison 
with ethylene amine, 2 

Ammonium compounds, quater- 
nary, use of, in disinfecting 
food equipment, 454 

— thioglycolate, effect on skin 
in permanent hair-waving, 524 

Amoebiasis, 108-10 

—, causative organism, geo- 
graphical distribution, epi- 
demiology, prophylaxis, and 
pathogenesis, 108 

—, chemotherapy, 446 

—, determination of viability of 
cysts in, 109 

—, experimental, in rat, patho- 
logy of, 667 

—, human, place of rats in 
epidemiology of, 562 

—, treatment by chloroquine, 


332 

Amphetamine shock in diagnosis 
of schizophrenia, Rorschach 
test after, 430 

— sulphate, influence on ol- 
factory acuity and appetite, 
406 

Amylase, serum, elevated, in 
alcoholism, 259 

—,—, in mongolism, 48 

Amyloidosis, blood in,  dis- 
appearance of congo red from, 

. 


—, diagnosis by gum biopsy, 29 

—, systemic, primary, 252 

Anaemia, 63-4, 172-5, 282-4, 
399-400, 510-2, 624-5 

—, amount of incompletely oxi- 
dized products in blood and 
urine in, 394 

—, anti-anaemic properties of 
crystalline vitamin By, , 282 

—, aplastic, with complete ab- 
sence of erythroblasts, 173 

— associated with trauma and 
sepsis, 624 

—due to protein deficiency, 
treatment, 172 

—, haemolytic, acquired, crypto- 
genic, 63 

—,—, acute, Hodgkin’s disease 
and giant follicular lymph- 
adenopathy as manifestations 
of reticulo-endothelial disease, 


510 

—,—,chronic, with haemo- 
globinuria, 284 

—,—, — non-familial, in in- 
fants, 512° 


plasma catalase in, 483 

—,hypochromic, iron utiliza- 
tion in, effect of p-amino- 
benzoic acid on, 235 

—in infants, classification of, 
64* 

— — —, relation to incompati- 
bility of maternal Rh factor, 
400 

— — leukaemia, nature of, 627 

——rats infested with Barto- 
nella muris, effect of folic acid 
on, 400 

—, iron-deficiency, refractory, 
treated with intravenous sac- 
charated oxide of iron, 511 

—, macrocytic, effect of cholin- 
esterase - containing globulin 
fraction of human plasma in, 
283 

—, —, experimental, due to oral 
streptomycin and regression 
with folic acid therapy, 134 

—,—, nutritional, folic acid 
treatment, 175 
megaloblastic, erythropoietic 
activity of choline chloride in, 
64 

-—, —, of pregnancy, 625 

—, —, refractory, 174 

—, nutritional, folic acid treat- 
ment, 173 


Anaemia, occurrence and signifi- 
cance of “ motile” erythro- 
cytes in human blood and 
marrow in, 281 

—, pernicious, Addisonian, 
activity of vitamin By, in, 282 

—,—, cancer of stomacn in, 71 

—, —, changes in mucous mem- 
branes of vulva in, 400 

—, —, cholinesterase activity of 
blood in, 259 

—_,—, gastroscopy in, 180 


—, —, high serum acetylcholine 
concentrations in, reduction 
of, 283 


—, —, in tapeworm carriers and 
patients, 222 
—, —, infantile form, 625 


—,—~, localization of Castle’s 
intrinsic factor in stomach, 
175 

—, —, pathogenesis, 510 

—,—, purification of fractions 
from liver highly active in, 511 

—,—, treatment by adenine, 
511 

—, —, — — folic acid, 399 

—,—, —, neurological response 


to, 174 
—, —, without achlorhydria, 512 
post- gastrectomy, 399 
—,treatment by trans- 
fusions of concentrated ery- 
throcyte suspensions, 398 
Anaesthesia, rectal, simul- 
taneous discovery of, by 
Dupny and Pirogoff, 224 
—, spinal, in treatment of con- 
genital megacolon, 609 
Analgesic action, local, of certain 
antihistamine drugs, 131 
Analgesics, local, preponderance 
of anti-adrenaline effect over 
anti-acetylcholine effect in, 


574 

Anaphylaxis, formation of granu- 
lomata in, 30 

Anatomy, 231, 342-3, 456, 566 

—, applied, Antonio Valsalva, 
pioneer in, 224 

—, morbid, 35-6, 150-2, 255-7, 
372-5, 480-3, 600-1 

Androgen, influence on  benz- 
pyrene-induced sarcoma in 
rat, 32 

Androsterone, effect on ageing in 
female rats, 350 

Aneurin, effect of, on growth, 
vision, and learning, 347 

— deficiency, effect on urinary 
excretion and liver content of 
riboflavin, 8 

— —, — — western equine en- 
cephalomyelitis in mice, 542 

—, intravenous, cure of agranu- 
locytosis by, 282* 

—, relation to arsenical toxicity, 
82 

—, retention in cardiovascular 
insufficiency, 614 

—, urinary clearance of, relation 
to blood levels, 613 

— in urine of newborn, 45 

Aneurysm and pseudo- 
aneurysm of ductus arterio- 
sus, 256 

—, arteriography in, 145 

—, dissecting, correlation of 
clinical and pathological find- 
ings, 507 

—, ventricular, electrocardio- 
graphic patterns of, 277 

Angina of effort, effect of intra- 
venous cytochrome C on 
capacity for painless effort in, 
503 

— pectoris in women, 618 

— —, new concept of, 618 

— —, relief of pain in, 277 

——, treatment by reduction 
of basal metabolism, 277 

——, — — #-irradiation, 618 

— —, vitamin E in, 166 


Angiocardiography, techniques 
of, 502 

Angiography of thoracic aorta 
and coronary vessels, with 
direct injection of “ diodrast ”, 
26 

Angiospasm, cerebral, treatment 
of, by papaverine, 619 

Angiotonin, effect of perfusion 
through isolated heart on, 60 

Anophelines, adult, mass des- 
truction by DDT 1n control of 
malaria, 338 

Anorexia nervosa, changes in 
serum and body fluids in, 522 

— —, relation of serum protein 
to, during forced feeding, 69 

Anoxaemia in hypertension, 395 

—, oximetric control of arterial 
oxygen saturation in, 457 

Anoxia, see Oxygen deficiency 

“ Antergan’”’ action on blood 
histamine curve and on cer- 
tain symptoms due to hista- 
mine in asthma, 611 

—, effect on capillary resistance, 
353 

gastric secretion, 290 

Anthallan i in treatment of allergic 
disorders, clinical appraisal of, 
163 

Anthelmintics, effect on African 
school-children, 46 

Anthiomaline in treatment 
of granuloma inguinale, 420 

Anthisan”, see ‘‘ Neoantergan” 

Anthrax, development of, follow- 
ing inhalation of spores, 155 

15-20, 133-5, 577- 

—, identification by means of 

resistant strains of bacteria, 


577 

—, penetration of histio-haemic 
barrier by, 1 

—, produced by a streptomyces, 


133 

Antibodies, action on central 
nervous system, 424 

—, effect of serum diluent on, 
158 

—,— — vitamin deficiency on, 9 

—, lymphocytic origin of, 44 

Antibody agglutination tests, 
heterophile, in viral hepatitis, 
657 

— L, effectivity of colon im- 
mune serum, 264 

—, response in radiation lympho- 
penia and in the reticuloses, 
606 

Anti-freeze mixtures, poisoning 
by, 585 

Antigens, capsular, in  non- 
haemolytic streptococci, 
Lancefield group D, 602 

—, cardiolipin - lecithin and 
Kline, slide tests with, evalua- 
tion of, 418 

—, production of granulomata 


y, 30 

—, toxic, reticulo-endothelial cell 
reacting to, 145 

Antihistamine drugs, compara- 
tive studies of several, in 
treatment of allergic rhinitis 
or bronchial asthma, 497 

— —, local analgesic action of 
certain, 131 

Antimalarials, combination with 
penicillin in treatment of 
relapsing malaria, 107 

—, technique of testing on P. 
gallinaceum, 219 

Antimony compounds, §anti- 
trypanosome activity of, effect 
of cysteine on, 553 

— preparations in treatment of 
granuloma fungoides, tumour 
stage, 190 

Antiscorpion serum, time inter- 
val between injection and 
effect on snake-bite, 140 
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Antiseptics and bacterial lysis, 
603 

“ Antistin ’’, clinical experiences 
with, 498* 

—, effect on gastric secretion, 


290 
—, evaluation of, 390 
—'in treatment of chickenpox, 


433 

Antitoxin formation, influence 
of dead diphtheria bacilli 
added to diphtheria toxoid in 
immunization of rabbits and 
horses, 606 

—, purified, preparation of, 606 

Anuria, relation to haenio- 
globinuria in blackwater fever, 
106 

Aorta, anomalies of, 169 

—, calcareous stenosis, of, and 
coronary artery disease, 617 

—, coarctation of, intra- ‘arterial 
blood pressure in, 507 

--—, tonoscillography after 
exercise in, 169 

—, dissecting aneurysm of, as- 
sociated with arachnodactyly, 


55 

—, miliary tuberculosis of, 482 

—, thoracic, angiography of, 
with direct injection of ‘‘ dio- 
drast 27 

—, —, visualization of, 365 

Aortic arch, left, with right 
descending aorta, 169 

Aortitis, syphilitic, effect of 
antisyphilitic treatment on 
microscopic appearance of, 82 

Aortography, thoracic, 365 

, by catheterization from 
radial artery, 365 

Aphasia after gunshot wounds, 
89 

—, amnesic, and alexia, syn- 
drome of, 425 

Apoplexy, emergency treatment 
of, 535 

Appetite, influence of ampheta- 
mine sulphate on, 406 

Apraxia, facial, 313 

Arachnodactyly associated with 
aneurysm of aorta, 


Arachnoiditis, optic, 90 
, recurrent, in the 

“spinal region, 315 

Arginase activity in liver in 
benign and malignant gastric 
lesions, 33 

Argyro-siderosis, pulmonary, in 
silver finishers, 3 

Argyrosis, generalized, problems 


of, 256 

Arnold - Chiari malformation, 
diagnosis of, pantopaque mye- 
lography in, 366 

Arsenates, development of bac- 
terial resistance to, 14 

Arsenic, development of bacterial 
resistance to, 14 

—, inorganic compounds, cancer 
incidence in handling, 116 

Arsenical encephalopathy, rela- 
tion of vitamin B, to, 82 

— poisoning, treatment by BAL, 
22, 245, 473 

Arsenicals, protective action of 
vitamins C and P against, 359 

Arrhythmia, fibrillation, auri- 
cular, coexistent with com- 
plete heart block, 275 

—,—,—, treatment with quini- 
dine sulphate, 56 

—, paroxysmal, following air 
embolism, 275 

Arteries, contraction of, effect of 
ephedrine on, before and after 
local analgesia, 464 

—, coronary, anastomoses of, in 
interventricular septum, 274 

—, —, blood flow, measurement 
of, by nitrous oxide method, 
345 


dorsal 
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Arteries, coronary, blood flow, 
study of, by coronary sinus 
catheterization, 344 

—,—, disease of, and calcareous 
aortic stenosis, 617 


—,—, experimental anaphy- 
lactic lesions of, associated 
with rheumatic fever and 


disseminated lupus erythema- 
tosis, 34 

of infants, 47 

—,—, sinus of, catheterization 
of, in study of coronary blood 
flow and myocardial meta- 
bolism, 344 

—, elastic, lesions in, associated 
with hypertension, 255 

—, intestinal, necrosis of, causing 
ulceration, 291 

—, occlusive diseases of, action 
of amidone”’ on ischaemic 
pains of, 619 

—,— ——, inextremities, effect 
on blood supply of nerves, 

06 


50 
—, physiological properties of, 
6 


34 

Arteriography, choice of solu- 
tion in, 145* 

— in aneurysm and arterio- 
venous fistula, 145 

—, “‘tenebryl”’ oil as medium 
for, 507 

Arterioles of the skin in essential 
hypertension, 278 

Arteriosclerosis, effect on dyna- 
mics of hypertension in the 
aged, 396 

— obliterans of legs, treatment 
of, by intravenous hypertonic 
sodium chloride, myocardial 
infarction due to, 503 

Arteritis, subacute, in later life, 
280 

—, temporal, 280 

Artery, pulmonary, hypertension 
of, cardiac catheterization in, 
56 

—, —, stenosis of, 
_ catheterization in, 56 

experimental, 276 

right subclavian, aberrant, 
associated with patent ductus 
arteriosus, 26 

—, temporal, pressure changes 
in, in relation to cerebral 
regional hypertension, 397 

Arthralgia, intermittent, 161 

Arthritis and pneumonia epi- 
demic in white mice, 319 

—, ankylosing, chronic, opera- 
tions on thymus and para- 
thyroids in, 198 

—, atrophic, with granulocyto- 
penic and lymphocytopenic 
hypersplenism, 86 

—., circulation in, effect of fever 
therapy on, 644 

—, effect of ischaemia on, 421 

—, infectious, value of Speran- 
sky’s spinal pumping treat- 
ment in, 

—, osteolytic, 
sive, 198 

—, rheumatoid, 422-3 

—, —, agglutination of group A 
haemolytic streptococci in 
serum in, 198 

—, —, — test specific for, 645 

—,—-, course of, during simple 
medical and _ orthopaedic 
measures, 312 

—,—, desensitization in, by 
autotransplantation of joint 
capsule, 422 

—, —, flocculation tests in, 644 

—, —, heart in, 87 

—,—,in children, clinical pic- 
ture, 87 


cardiac 


chronic progres- 


—,—,— —, differential diag- 
nosis, 87, 
—,—,——, gold treatment, 


Arthritis, rheumatoid, ineffec- 
tiveness of aluminium sub- 
acetate in, 423 

—, —, neurotrophic 
tions, 88 

—, —, Speransky’s spinal pump- 
ing treatment of, 88, 423 

—, —, treatment of, by vitamin 
D, toxic effects, 312 

—,-—, — —, with gold, 311 

—,-—, vascular approach to 
treatment of, 531 

—, sacro-iliac, due to brucellosis, 
sequelae of, 216 


modifica- 


treatment of, by intra- 
articular injection, 422 
—,——, —— — of isotonic 


sodium bicarbonate, 311 
—,— —, by low- grade fever, 532 
Arthus reaction, effect of salicy- 

late and pyribenzamine on, 271 
Ascites in liver cirrhosis, effect 

of intravenous injection of 

concentrated human serum 

albumin on, 293 
— — — —, osmotic factors in- 

fluencing formation of, 293 
— — — —, significance in prog- 


nosis, 634 
Ascorbic acid, see Vitamin C 
Aspergillus ‘nidulans, patho- 


genicity of, 558 
— niger, pigment from, anti- 
protozoal activity of, 554 
Asphvyxia, effects of carbon di- 
oxide inhalation on, 234 
Asthenia, neurocirculatory, 538 
—, —, psychoneurosis and pep- 
tic ulcer, syinptom complex of, 


392 

Asthma, action of “ antergan "’ 
on blood histamine curve and 
on certain symptoms due to 
histamine in, 611 

—, bronchial, comparative 
studies of several anti- 
histamine drugs in treatment 


—, —, effect of 

adrenaline on, 51 
—,in patients over age 

fifty- -five, 50 

pharmacodynamics of 
bronchodilator drugs used in, 
391 

—,—, severity of, measured by 
mean expiratory volume test, 
391 

—,—, treatment of 
asthmaticus in, 391 

—, effect of pilocarpine hydro- 
chloride on lungs in, 498 

—, histamine-induced, preven- 
tion of, by aerosolized anti- 
histamine drugs, in guinea- 
pigs, 389 

—, pulmonary ventilation, oxy- 
gen uptake and blood pressure 
in, 402 

—,severe, treatment of, by 
combined theoglycinate and 
penicillin aerosol, 499 

—, treatment by aleudrine and 
anthisan, 271 

—, — — A#-diethylaminoethyl 
9:10-dihydroanthracene 
hydrochloride, 51 

—,— — inhalation of aero- 
solized allergic extracts, 
changes in vital capacity in, 
389 

—, — — “ neoantergan’”’, 390, 


ethyl-nor- 


status 


497 

Asthmatics, bronchography in, 
with aid of adrenaline, 28 

—, effect of drugs on response to 
inhalation of pollen extracts, 


50 

Atabrine, see Mepacrine 
Ataxia, hereditary, patho- 
genesis of, importance of 
medullary malformation in 
embryo in, 202 


675 


Atherosclerosis, genesis of, here- 
ditary disturbance of chole- 
sterol metabolism as factor in, 
506 

—, physical state of lipids and 
foreign substances producing, 


503 

—, relationship to chronic alco- 
holism, 61 

Athrocytosis, renal, and intra- 
cellular digestion of intra- 
peritoneally injected haemo- 
globin in rats, 195 

“* Atophan ’’, mode of action of, 


463 

Atrial septal defect, differential 
diagnosis from patent ductus 
arteriosus, 26 

Atropine, effect on gastric secre- 
tion, 289 

—., influence on central effects of 
diisopropylfluorophosphonate, 

66 


4 

Autoradiography, principles and 
techniques, 30 

—, technique with C14, 590 

Azo dyes in nylon stockings, 
dermatitis due to, 303 

Azoimide, see Hydrazoic acid 

Azotaemia, blood and _intra- 
peritoneal isotonic glucose 
solution in, biochemical ex- 
changes between, 310 


—,therapy of, experimental 
studies on, 310 
Babinski reflex, extinction 


during bilateral simultaneous 
cutaneous stimulation, 533 

Bacillomycin, activity against 
pathogenic fungi, 472 

Bacillus mucosus capsulatus as 
cause of stomatitis in infants, 
609 

subtilis, antibiotic 
mycin from, 472 

— —, — principle of filtrates of, 
extraction and properties of, 
470 

— —, — subtenolin from, 473 

Bacitracin, action on Treponema 
pallidum, 419 

— compared with penicillins in 
treatment of syphilis, 419 

—, toxicity in dog and monkey, 20 

Bacteria, 42-3, 154-8, 263-4, 
379-82, 490-2, 602-6 

— demonstration of phospha- 
tases and lipase in, by staining 
methods, 379 

—,formation of carbonate 
bodies by, in calcium-con- 
taining medium, 156 

— in media containing fatty 
acid esters, inhibitory effect of 
lipase on, 263 

—, inhibition of antibacterial 
effect of diamidines on, by 
nucleic acids and polyamines, 


bacillo- 


154 

—, resistance to arsenates, de- 
velopment of, 14 

—, toxicogenic strains of, 
recognition in vitro, 156 

Bacteriaemia following dental 
— effect of penicillin 
on, 13 

calculi’, 156 

— flora in eyes of newborn in- 
fants, comparative effects of 
penicillin and silver nitrate on, 
493 

— growth, prevention by sul- 
phonamides, Harper and Caw- 
son effect in, 137 

— infections, enhancement by 
adrenaline, 603 

Bacteriolysis caused by lysozyme 
and antibacterial action’ of 
enicillin, possible interference 
etween, 135 


| 
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676 


Bacteriophage as a means of 
typing of 604 

—, colon, specificity of, 264 

—, protection of Bact. coli 
against, with citrus pectin, 381 

— T4, activation by /-trypto- 
phan, 488 

influence of temperature 
and nutrients on plaque 
formation by, 488 

—-—, inheritance of require- 
ments for adsorption co- 
factors by, 488 

Bacterium coli, antibiotic action 
of p-aminobenzoic acid on, 14 

—-—, dependence on strepto- 
mycin for growth, 19 

— —, effect of aromatic diami- 
dines on growth of, 154 

——,—— oral streptomycin 
on, 19 

— — immune serum, effectivity 
of, 264 

— —, inhibition, differential, 
and rough variants of in- 
testinal pathogens, 264* 

—— —, phage of, specificity of, 264 

— —, presence in ice-cream 3, 

—-—, protection of, against 
bacteriophage, with citrus 
pectin, 381 

— —, suppurative meningitis in 
the newborn due to, 267 

— friedlanderi, massive colony 
formation of, in liver in 
agranulocytosis, 603 

BAL, antibiotic activity of 
subtilin and streptomycin in 
presence of, 134 

—, influence on induction of skin 
tumours in mice by 3: 4-benz- 
pyrene, 598 

—,—-— toxicity and chemo- 
therapeutic activity of ‘‘ ma- 
pharsen 584 

—., skin sensitization to, 140 

—, toxic properties and pro. 
tective action of, 246 

—, treatment of acrodynia, 387 


—, — — acute gold and arsenic 
poisoning, 245 
—,-—-—- arsenic poisoning, 22, 


473 

— — — gold poisoning, 22 

— — — mercury poisoning, 139 

Barbiturate narcosis, respira- 
tory, electroencephalographic, 
and blood gas changes in, 462 

Bartonella muris-infested rats, 
anaemia in, effect of folic acid 
injections on, 400 

Basidiomycetes, survey of 500, 
for antibacterial activity, 20 

B.C.G. vaccination, comparison 
of axillary and intraperitoneal, 
227 

— —, examination after, 226 

— — in all age groups, 114 

— —, value in control of tuber- 
culosis, 105 

Beef, iron absorption from, by 
women, 459 

— protein, supplemental value 
of amino acids for, 125 

Behaviour disorders in children, 
encephalitis as cause of, 609 

“‘ Benadryl”, effect of topical 
applications of, 611 

—, toxic manifestations of, com- 

arison with those of “ pyri- 
enzamine 611 

—, treatment of acute lepra 
reactions, 545 

—, — — allergic disorders, 163 

—,-—-— rheumatic fever, effi- 
cacy of, 336 

Benzedrine treatment of 
epilepsy, 537 

Benzene _ hexachloride, see 
Gammexane 

—, maximum allowable con- 
centrations of, medical as- 
pects of, 474 
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Benzene poisoning, treatment of, 
by ascorbic acid and ascorbic 
acid derivatives, 474 

Benzimidazole, derivatives of, 
structurally related, folic acid 
activity and antagonism of, 


264 

Benzoestrol, fungistatic pro- 
perties, 79 

Benzoic acid, effect on penicillin 
plasma concentrations, 16 

3:4-Benzypyrene-cholesterol pel- 
lets, carcinogenic effects, 34 

Benzyl-benzoate and tyrothricin 
in treatment of scabies, 78 

Beriberi, heart disease due to, 
in prisoners of war in Japan, 
612 

Beryllium compounds, effects on 
lungs, 27 

Besnier’s prurigo, treatment of, 
by vitamin B2, 639 

Bicarbonate, serum, relation to 
muscle composition, 388 

Bilamid in disinfection of bile, 


263 
Bile, disinfection by bilamid, 
bacteriology and biology of, 


203 

—., isolation of oestrone from, in 
pregnant cows, 299 

— preparations, effect on fat 
absorption in bile fistula dogs, 


45 

Biliary tract, action of hista- 
mine on, radio-manometric 
study, 519 

—-—, infections of, chemo- 
therapy of, 407 

Biochemistry, 457-61 

Biotin in urine of newborn, 45 

Birth control, effect on fertility, 


453 

Bismuth and penicillin in treat- 
ment of experimental syphilis, 
640 

— subsalicylate in throat in- 
fections, comparison’ with 
penicillin, 179 

Blackwater fever, relation of 
haemoglobinuria and anuria 


in, 10 

Bladder, paralysis of, in polio- 
myelitis, furmethide for, 
354 

—,—-—, — —, treatment by 
“doryl” and gynergen”’, 


541 

Blast hypertension ”’ in victims 
of Texas City disaster, 168 

Blastomycosis due to Paracoc- 
cidioides brasiliensis, 447 

Blepharitis, angular, as mani- 
festation of riboflavin de- 
ficiency, 392 

Blister fluid, penicillin distribu- 
tion in, 243 

Blood, anticoagulant in, after 
total body exposure to x rays, 


144 

—,anti-Rh typing sera, 
nomenclature of, 247 

—, arterial, oxygen content of, 
during inhalation of air and 
100% oxygen, 567 

—,—, — Saturation of, in an- 
oxaemia, oximetric control of, 
457 

— —, _ cyanotic 
types of congenital heart dis- 
ease, 615 

—, carbohydrate metabolism in, 
in schizophrenia, 538 

—, carbonic anhydrase in, in- 
hibition by sulphanilamide, 
583 

—, carotene level of, effect of 
high vitamin A intake on, 346 

— cells, leukaemic, culture in 
vitro, 597,598 | 

— —, sickle, paucity in newborn 
negro infants, significance of, 
511 


Blood cells, sickle, rapid test 
for demonstration of, 511 

—., chloroquine concentration in, 
effect of acidosis and anoxia 
on, 356 

— cholesterol content, effect of 
high vitamin A intake on, 346 

—-—-— in mice with induced 
tumours, 479 

—, cholinesterase activity in, 259 

—,— — in pernicious anaemia, 
259 

—, chylomicrons in, effects of 
irradiation on, 476 

— clot inhibitor in acute leu- 
kaemia, similarity to heparin, 
626 

— —, retraction, effect of opera- 

. tion and illness on, 484 

— coagulation, comparative 
activity of calcium and chemi- 
cally related ions on, quanti- 
tative studies, 345 

— —, increased, modification of 
Waugh-Rudduck test for, 367 

— —,—, post-operative, 377 

— —, role of serum Ac-globulin 
in, 5, 568 

— diseases, treatment by folic 
acid, 624 

—, disorders of, 62-5, 170-5, 
281-5, 398-401, 508-12, 622-7 

—, effect of urethane on, 170 

— fat level, influence of low- 
protein diet and addition of 
choline and cholesterol on, 461 

—-, — particles in, in sprue, 182 

— films, streakiness of, relation 
to sedimentation rate and 
plasma fibrinogen, 37 

— flow, coronary, influence of 
hypotension on, 568 

——,—, measurement by ni- 
trous oxide method, 345 

——, —, study of, by coronary 
sinus catheterization, 344 

— —, hepatic, in liver cirrhosis, 
293. 

—-— in coronary arteries and 
veins, 122 

—-—jin extremities, effect of 
local compression on, 233 


—, — — sympathec- 
tomy on, 567 

——— —, — — tetraethylam- 
monium with autonomic block- 


age on, 168 

—  —-—- foot and arterial pres- 
sure, relation between, 506 

digits, influence of 
sodium tetrathionate on rate 
of, 621 

— formation, effect of cobalt on, 
170 

—, fungistatic and fungicidal 
power of, in dermatomycoses, 
447 

— gas, changes in, caused by 
progressive barbiturate nar- 
cosis, 462 

—groups, immunochemical 
studies on, 384 

—  —, isoimmunization with A 
and B factors, relation to 
haemolytic disease of newborn, 
586 

— — in mongols, 46 

— -—, MN and ABO, reliability 
of, in exclusion of paternity, 
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4 

— — O gene, detection of a pro- 
duct from, and its relationship 
to agglutinogens A and B, 

—  —, Rh factor, mechanism of 
transplacental isoimmuniza- 
tion, 400* 

-—-,—-—, relation of anaemia 
in infants to incompatibility 
of maternal, 400 

— —, — substances, water- 
soluble, occurrence in body 
secretions, 475 


Blood haematocrit value, effect 
of dietary protein on, 485 

—, haemolytic system in, in 
malaria-infected monkeys, 328 

—, hepatic venous, oxygen con- 
tent of, in liver cirrhosis, 293 

— histamine curve, action of 
antergan on, 611 

—,histaminolytic action of, 
during pregnancy, 233 

— in amyloidosis, disappearance 
of congo red from, and in 
health, 486* 

azotaemia, and __intra- 
peritoneal isotonic glucose 
solution, biochemical  ex- 
changes between, 310 

—-—chronic malnutrition in 
infancy, 496* 

— malnutrition, more rapid 
disappearance of congo red 
from, 152 

— — sprue syndrome, 633 

—, incompletely oxidized pro- 
ducts in, in cardiovascular 
disease and anaemia, 394 


—, infused fat in, after intra- . 


venous administration of fat 
emulsions, turbidimetric deter- 
mination of, 126 

—, iron content of, methods for 
determining, 260* 

— lactate-pyruvate relationship, 
257 

—, mepacrine concentration in, 
effect of acidosis and anoxia 
on, 356 

—, morphology of, in children 
with tuberculous meningitis 
treated with ‘streptomycin, 
471 

— of normal and hypertensive 
rats, renin in, 278 

— — umbilical cord, iso-aggluti- 
nins in, 586 

—, oxygen capacity of, methods 
of determining, 260* 

—,—, saturation of, measure- 
ment by photo-electric oxy- 
haemograph, 487* 

—, penicillin levels in, after use 
of penicillin in oil-wax mix- 
tures, 418 

—, phospholipid level of, effect 
of high vitamin A intake on, 
346 

— picture in hypoproteinaemia, 
relation to amino acids, 508 

— plasma Ac-globulin, forma- 
tion of serum Ac-globulin 
from, 568 

—w—,caronamide concentra- 
tion in, 470 

— —, catalase, determination of, 
and values obtained in normal 
adults, 483 

— —- in haemolytic diseases, 


— —, cholinesterase activity of, 
inhibition by alkylated phos- 
phorus compounds, 465 

——,— -containing » globulin 
fraction of, effect in macro- 
cytic anaemia, 283 

— clotting and silicone sur- 
faces, 484* 

——, components, reaction of, 
to staphylocoagulase, 380 

——, electrophoretic patterns 
of, effect of acetylsalicylic acid 
ingestion on, 129 

fibrinogen, relation to 
streakiness of blood films, 37 

— — fractionation studies, 125 

—-w—in cancer, alterations in 
sulphhydryl reduction of 
methylene blue of, 375 

— — in liver cirrhosis, effect of 
intravenous injection of con- 
centrated human serum albu- 
min on, 293 

— — lipids, effect of thyroidec- 


tomy and thiouracil on, 295 | 
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Blood plasma protein, effect of 
dietary protein on, 485 

—— —, — — repletion on, 122 

— — —, fractionation in hyper- 
proteinaemia, 260 

—— —, fractions, 567 

— — — in health, 260 

— — — — newborn infant, 493 

quinidine concentration 
in, 275 

relative antihaemophilic 
potency of certain fractions of, 
28 

renin in, method for 
detecting small quantities of, 
278 

— — specific gravity, effect of 
dietary protein on, 485 

— — thromboplastinogen, acti- 
vation of, and evidence of an 
inhibitor, 285 

——, ultraviolet irradiation to 
control homologous serum 
jaundice, 24 

—— volumes, effect of mor- 
phine addiction on, 363 

—— —, — — protein and fluid 
consumption on, in rats, 348 

— platelet counts, value of, in 
radiotherapy, 250 

— potassium, low, in prolonged 
diarrhoea, possible effect on 
heart, 495 

pressure, adrenaline-ergo- 
toxine reversal phenomenon 
on, 131 

— — after exercise in peripheral 
vascular disease and coarcta- 
tion of the aorta, 169 

— —, arterial, and blood flow in 
the foot, relation between, 506 

basal, effect of thio- 
cyanate on, 279 

——, effect of desoxycortico- 
sterone acetate on, in rat, 
520 

——, — — “ dibenamine ” on, 
355 : 

——,—-— pressure renal 
pelvis on raising, 529 


——,— — sympathectomy on, 
278 
——, — — tetraethylammon- 


ium chloride on, before and 
after sympathectomy for 
hypertension, 280 

— —, intra-arterial, in coarcta- 
tion of aorta, 507 

intracranial, attempted 
production of pulmonary 
oedema by increased, 628 

——, postural changes of, 59 

——, pulmonary arterial, effect 
of exercise on, 273 

response to repeated ad- 
ministration of tetraethylam- 
monium chloride, variations 
in, 279 

— —, variation in casual, basal 
and supplemental, in health 
and essential hypertension, 
617 

——, vasopressor activity of 
orally active sympathomi- 
metic amines, 354 

——_ —, venous, behaviour during 
various stages of chronic con- 
gestive heart failure, 502 

— —, —, peripheral, relation to 
pulmonary tuberculosis, 439 

—, prothrombin level, effect of 
amidopyrine on, 12 

—,—-—,—-— Salicylates on, 
13 

-— pyruvic acid level in infancy, 
significance of, 268 

—, red cells, see Erythrocytes 

—, salicylate level in, as basis of 
treatment in acute rheumatic 
endocarditis, 336 

—, sedimentation rate, see 
Erythrocytes, sedimentation 
rate, 37 
** 
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Blood serum, acetylcholine con- 
centrations, high in pernicious 
anaemia, reduction of, 283 

— — Ac-globulin, formation 
from plasma Ac-globulin, role 
in blood coagulation, partial 
purification, properties and 
quantitative determination, 
568 

— — albumin, concentrated,, 
intravenous injection of, effect 
on blood plasma, ascites and 
renal function in liver cir- 
rhosis, 293 

——-—,—,in treatment of 
liver cirrhosis, 519 

— — —, nutritive value, 125 

—-w-— amylase, elevated, in 
alcoholism, 259 

— —, antipoliomyelitic property 
of, in relation to that of naso- 
pharyngeal secretions, 656 

— —, antireticular cytotoxic, in 
treatment of pulmonary tuber- 
culosis, 662 


— — bicarbonate, relation to 


muscle composition, 388 

— —cholesterase in course of 
liver infections, 293 

— -— cholesterol level of pre- 
mature infant and its mother, 
236 

— — cholinesterase, effect of 
folic acid and liver extract on 
activity of, 346 

— — —, — — sex hormones on 
activity of, 636 

—, inhibition by alkyl 
fluorophosphonates, 240 

—— coagulation by  staphy- 
locoagulase, activator for, 157 

— — electrolytes, changes in, in 
anorexia nervosa, 522 

——, euglobulin content, for- 
mol-gel reaction for determina- 
tion of, 37 

—— gamma _ globulin §anti- 
bodies, use of, in control of 
chickenpox, 495 

— —, — — content, formol- gel 
reaction for determination of, 
37 

————, estimation of, by 
quantitative chemical method, 
259* 

— — in pinta and yaws, electro- 
phoretic analysis of, 420 

——-—treatment of protein 
deficiency, 388 

— -— iron in liver disease and 
jaundice, 519 

— — — — normal women, 345 

—-— lipid quotients in liver 
disease, 487 

penicillin and_ strepto- 
mycin in, following inhalation 
and intramuscular injection, 
580 

— phosphatase, acid, de- 
termination of, 258 

— — potassium, increased, in 
uraemia, 85 

procaine penicillin G 
concentration in, 403 

—— proteins, calcium-binding 
property of, in multiple mye- 
loma, lymphogranuloma ve- 
nereum and sarcoidosis, 376 

— ——,, changes in, in experi- 
mental infectious hepatitis, 
656 

— — —, diagnostic lability re- 
actions with congo blue, 152 

— ——, effect of protein and 
fluid consumption on, in rats, 


= —, fractions of normal old 
eople, 484 
children, related to 
nutritional status, 460 
— — — — hepatic disease, 518 
— — —— infectious diseases, 
205 


Blood serum proteins in liver 
disease, diagnostic significance 
of variations in, 634 

— — — — syphilis, 
phoretic study of, 527 

——-—,relation of 
soluble vitamins to, 10 

— — —,— to oedema in starva- 
tion, 69 

— —, pseudosyphilitic reaction, 
verification antigen for iden- 
tification of, 80 

— —, serial cephalin floccula- 
tion curves of, 153 

— — toxicity, possible, in 
schizophrenia, 643 

— — vitamin A and carotenoids 
in children, related to nutri- 
tional status, 460 

—., sludged, 62 

—, stored, prothrombin activity 
of, 586 

— sugar, effect of corn oil and 
olive oil on, in rabbits, 461* 

— — levels in slow starvation, 

* 


electro- 


water- 


— —, regulation of, the kidney 
and, 393 

— transfusion, 24, 247, 475, 
586-7 

——, effect on protein cata- 
bolism in uraemia, 309 

— —, exchange in treatment of 
acute leukaemia, 401 

normal red-cell survival 
in, 121 

——, repeated and massive, in 
treatment of severe erythro- 
blastosis foetalis, 284 

——, —, in treatment of acute 
leukaemia, 401 

— vessels, disorders of, 61, 
280, 621 

——, effects of d-tubocurarine 
on, 12 

— —, pulmonary, role in reflex 
control of blood circulation, 5 

—-—, smallest, innervation of, 
566 

—, viscosity, in thromboangiitis 
obliterans, 61 

—, vitamins A, C, and E levels 
of, effect of high vitamin A 
intake on, 346 

— volume changes in hyper- 
tension after sympathectomy, 
620 

— —,, determination of, applica- 
tion of radioactive red cell 
method to, 567 

— —, effect of morphine addic- 
tion on, 363 

— — in congenital heart disease, 
57 

— —, increased, effect on cir- 
culation of intravenous in- 
fusions, 274 

— — of normal children, 45* 

“* Blood-blister disease ’’, 77 

Body size and growth rate of 
children with diabetes mellitus, 
500 

Boeck’s disease, see Sarcoidosis 

Boils, epidemiological investiga- 
tion of, 455 

Bone changes in chronic diar- 
rhoea, 632 

—,—-—, growing vitamin B 
complex depleted rats and 
course of repair, 346 

—, disease, hepatic alkaline 
phosphatase in, 260 

—w— in brucellosis, radiology 
of, 546 

— formation and destruction in 
hyperostoses associated with 
meningiomas, 372 

—, growth of, effects of caloric 
restriction on, 349 

—, hydrolysis of protein in, 480 

— lesions in brucellosis, radio- 
logical features of, 216 

— — — leprosy, 657 
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Bone lesions, radiographic in- 
vestigation of neurotrophic 
and infectious aetiology, 144 

— marrow, agglutination tests 
with, 488 

— —, effect of oestrogens on, in 
adult female dogs, 521 

—-—, elements: “tart” cells 
and the “ L.E.” cell, 231 

— —, erythropoiesis in, investi- 
gations of, 121 

— —, explanted, effect of x rays 
on, 25 

— — in Hodgkin’s disease, 171 

— — — mental disorders, 622 

— — — sprue syndrome, 633 

—-—, method of obtaining, by 
vertebral spinous process punc- 
ture, 258 

— —, morphology of, in children 
with tuberculous meningitis 
treated with streptomycin, 
471 

—-—, occurrence and signi- 
ficance of motile’ erythro- 
cytes in, in anaemia, 281 

— —, sternal, erythropoiesis in 
vitro of, 622 

—-—,-—, fixed tissue sections 
of, obtained by needle aspira- 
tion, study of, 257 

—, phosphatase, alkaline, in, 
localization of, 119 

— tumours, diagnosis of, biopsy 
in, 199* 

Botulinum toxin, 
action of, 490 

Bousefield’s method of restora- 
tion of diphtheria immunity 
without injections, 659 

Brain, 89-91, 313-4, 533-6 

— abscess, complicating Fallot’s 
tetralogy, 47 

—, cerebral changes in acute 
carbon monoxide poisoning, 
361 

—, — complications in pertussis, 
660 

—, cortical function, distur- 
bances of, after electric shock, 
653 

—, diffuse sclerosis of frontal 
white matter of, with cere- 
bellar cortical atrophy, 648 

—, electrical activity of, physio- 
logical mechanisms underlying, 


peripheral 


648 

—, frontal lobe, relation to 
autonomic nervous system, 10 

—, granuloma of, due to schisto- 
somiasis, 222 

—, hypertensive cerebral swel- 
ling, syndrome of, 200 

—injury, significance of, in 
ons of criminality, 
559 

—, manifestations of Hodgkin’s 
disease in, 535 

—, mid-, tumours of, origin of, 


313 
—, necrosis of, due to irradiation, 


47 

—, oligodendroglioma of, post- 
operative period of survival 
in, 536 

—, ox, lipids from, serological 
differentiation of, 606 

—, subarachnoid haemorrhage, 
spontaneous, of aneurysmal 
origin, prognosis of, 649 

—, transient paralysis of, in 
hypertension and in cerebral 
embolism, 649 

—, tumours, localization by 
electro-encephalography, 201 

—,—, teratoid, 201 

—, vascular permeability of, 
supravital analysis in dis- 
seminated sclerosis, 426 

—, Wernicke’s encephalopathy, 
simulating diabetic coma, 51 

Breathing, intermittent positive- 
pressure, 5 
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Broncho-pulmonary 
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Breathing, pressure, deep inhala- 
tion and deep exhalation, 
causes of skin cooling in, 233 

—,—, intermittent, to increase 
altitude tolerance, 234 

‘* Bridal’, see “* Antergan” 

Brill-Symmers disease, signi- 
ficance of, 476 

Bromsulphalein- -retention test, 
effect of surgical operations 
on, 600 

Bronchi, adventitious sounds in, 
after total pneumonectomy, 
629 

—, cancer of, effect of chloro- 
ethyl amines on, 404 

—, — —, myocardial metastasis 
by, 630 

—,——, presenting as poly- 
ne uritis, 178 

—,—-—, simulated by lipid 
pneumonia, 403 

- treatment by nitro- 
ge n mustards, 515 
—, major, tuberculosis of, 32 
-, oat-cell carcinomata of, dif- 
ferentiation of, 482 ; 

—, obliteration "during suction 
drainage of tuberculous cavity, 
212 > 

—, sec retions of, malignant cells 
in, use of Wright's stain in 
diagnosis of, 484 

—, spasm of, treated with “ aleu- 
drine” and “ anthisan” 271 

Bronchial tree, volume at v arious 
levels and physiological signi- 
ficance, 456* 

Bronchiectasis in children, course 
of, 176 

—., simulating chronic bronchitis, 
513 

Bronchitis, chronic, simulated by 
bronchiectasis, 513 

—, tracheal, tuberculous, treat- 
ment of, by streptomycin, 324 

Bronchogenic carcinoma, diag- 
nosis of, planigraphy in, 145 

Bronchography in asthmatic 
with aid of adrenaline, 28 

Bronchopneumonia, early pleural 
effusion in pulmonary em- 
bolism and, 287 

—in young children, oral 
_ treatment, 68 

, suppurative, with cavitation, 


suppura- 
tion, treatment by local in- 
jection of pe nicillin, 68 

Bronchospirography, apparatus 
and technique, 

Bronchovascular pattern of right 
upper lobe of lung, analysis of 
variations in, 176 

Bronner test, comparison with 
oral water test in normal 
subjects, 477 

Brucella antibodies following 
cholera vaccination, 660 

Brucellosis, 215-7 

—, bone disease in, radiology of, 
546 


—., disease of circulatory system 


in relation to, 546 

—, epidemiology in the Argen- 
tine, 452 

—, experimental, 
phritis in, 85 

—, in industry, 564 

’ osteo-articular lesions in, 
radiological features of, 216 
—, pulmonary, 660 

—, spondylitis sacro-iliac 
arthritis due to, sequelae of, 
210 

—, — due to, 215 

—,treatment, evaluation of 
methods, 100, 216 

—,— with heterologous serum, 
100 

—,—— intradermal Brucella 
vaccine, IOI 


glomerulone- 
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Brucellosis, treatment with 
streptomycin and sulphadia- 
zine combined, 100, 438 

Bundle branch block, paroxysmal 
heart block in, 55 

Burns of eye caused by selenium, 
229 

—, mustard gas, influence of 
deficiencies on extent of in- 
jury and healing time of, 21 


— pneumatic-balance resusci- 
tator, 7 
Butter yellow, liver tumours 


produced by, 254 


Cadmium dust, proteinuria and 
kidney injury after exposure 
to, 141 

Caffeine, effect on capacity for 
work, 246 

Calciferol, chilblains treated by, 
78 

—, cutaneous tuberculosis treat- 
ed by, 301, 416 

—, leprosy treated by, 657 

—, local injections in treatment 
of lupus vulgaris, 302 

, massive and repeated average 
~ doses in treatment of rickets, 
268 

—, non-cutaneous 
treated by, 661 

—, toxic effect of massive 
doses of, in renal tuberculosis, 


tuberculosis 


195 

Calcification, metastatic, pro- 
duced by hypervitaminosis D 
and haliphagia, in dogs, 569 

Calcium absorption from rectum, 
quantitative demonstration, 


575 

— balance, effect of vitamin D 
on, 569 

— gluconate, intravenous, use 
in relief of pleuritic pain, 515 

— ions, activity of, in blood 
coagulation, quantitative 
study, 345 

——-, influence on toxicity of 
ouabain, 11 

—lactate in treatment of 
thrombocytopenic purpura, 
284 

— ointment, use in dermatology, 


524 

— oxalate nephrosclerosis with 
uraemia, 643 

—, rectal administration with 
vitamins A and D in treatment 
of pulmonary tuberculosis, 215 

Calculus, bacterial, 156 

—, pancreatic, 184, 634 

Calories, restriction, effect on 
skeletal growth, 349 

Cancer, see Carcinoma 

Capillaries, cerebral, alterations 
in early stage of arterial hyper- 
tension, 256 

—, cutaneous, behaviour in stil- 
boestrol therapy, 289 

Capillary fragility, increased, in 
diabetes mellitus, rutin therapy 
for, 272 

—haemorrhagic diathesis, ecchy- 
mosis test for, 260 

— permeability, ecchymosis test 
for measuring, 260 

——-., relation to acute anoxia 
and venous oxygen saturation, 


—, resistance, action of anti- 
histamine drugs on, 353 

Caprylate-propionate mixtures, 
fungistatic properties, 78 

Capsulophage, specificity of, 264 

Carbachol, see Doryl”’ 

Carbohydrate metabolism, func- 
tion of liver in, 572 

— — in blood in schizophrenia, 
538 


Carbon dioxide, effects of high 
concentrations in relation to 
various Oxygen pressures 
during long exposures, 120 

— — inhalation, effects on as- 
phyxia, 234 

—-—-— as protection against 
acceleratory forces, 344 

poisoning, chronic, experi- 
mental studies, 138 

— disulphide poisoning in Polish 
rayon factories, 142 

— monoxide poisoning, 
cerebral changes in, 361 


acute, 


—-—--,damage to skeletal 
muscle after, 372 
—, radioactive autoradiograph 


technique with, 590 

Carbonic anhydrase in _ blood, 
sulphanilamide inhibition of, 
583 

Carboxyphenylmethanesulph- 
onanilide, see Caronamide 

Carcinogens, chemical, physio- 
chemical aspects of, 2 

Carcinoma, blood plasma _ in, 
alterations sulphhydryl 
reduction of methylene blue 
of, 375 

bronchogenic, diagnosis by 
planigraphy, 145 

— cells, effect of Sporasarcina 
ureae preparation on, 31 

—, effect of urethane on, 172 

—, incidence, in factory handling 


inorganic compounds of 
arsenic, 116 
Cardia, achalasia, association 


with oesophageal carcinoma, 
181 

Cardiac, see Heart 

Cardiolipin antigen, comparison 
with Kahn antigen in Kahn 
test, 526 

——in_ serologic tests for 
syphilis, 307 

— —, microflocculation 
dure with, 526 

— blood tests in syphilis, 307 

—-lecithin antigen, slide tests 
with, evaluation of, 418 

—---cholesterol antigen in 
slide test for syphilis, compari- 
son with Mazzini, Kahn and 
Kolmer tests, 526 

Cardiospasm, movements of 
oesophagus in, 288 

Cardiovascular changes follow- 
ing electro-convulsive therapy, 
616 

— disease, amount of incom- 
pletely oxidized products in 
blood and urine in, 394 

— disorders, 54-61, 165-9, 
273-80, 394-7, 502-7, 614-21 

— insufficiency, retention of 
vitamin B, in, 614 

— system, effect of emotional 
stress on, 429 

Carditis, rheumatic, and sub- 
acute bacterial endocarditis, 
relation between, 255 

—,serum, experimental, re- 
lationship to rheumatic fever, 


proce- 


223 

Caries, dental, prophylaxis by 
application of fluorine, 2 

Carminatives, intestinal, assess- 
ment of, 239 

Caronamide, combination with 
penicillin for prolongation of 
blood penicillin level, 15 

—, effect on penicillin plasma 
concentrations, 16 
—, plasma concentrations, uri- 
nary recoveries and dosage, 470 

Carotene, Carotenoids, see Vita- 
minA , 

Carotid body, nerve endings in, 
pathological histology of, 600 

—sinus syndrome, effect of 
tetraethyl ammonium chloride 
on, 60 


Carotid sinus syndrome, treat. 
ment by * rays, 477 

Cartilage, hydrolysis of protein 
in, 480 

Casein, acid hydrolysate, with 
added tryptophane, biological 
value of, 269 

— hydrolysate, 
dicoumarol, 2 

— —, treatment of peptic ulcer 
with, 182 

—in treatment of protein- 
deficiency anaemia, 172 

Castle’s intrinsic factor, localiza- 
tion in human stomach, 175 

of, 339 

Catalase activity in liver in 
benign and malignant gastric 
lesions, 33 

, plasma, determination, and 

~ values obtained in normal 
adults, 483 

—,-—,in haemolytic diseases, 


antagonism to 


453 

Cataract, congenital, due to 
maternal rubella during preg- 
nancy, 267 

Cells, atomic and molecular 
physics of, relation to irradia- 
tion therapy, 28* 

—, cytoplasm, osmotic system 
within, 343 

— division, action of chemical 
compounds on, 342 

phosphatase content 
of, 485 
, photo- -electric counting of, 29 

— sodium and potassium, trans- 
fers of, 375 

Cephalin flocculation curves, 
serial, application in tropical 
diseases and relation to new 
resistance factor, 153 

Cereal, enriched, effect on under- 
nourished children of feeding, 


385 

Cerebellum, degeneration, as- 
sociation of, with carcinoma 
ovarii, 91 

Cerebrospinal fever, spinal cord 
lesions in, 547 

— fluid, albumin and gamma 
globulin in, quantitative esti- 
mation of, 486 

—-—, cell content, effect of 
injected solutions on, 238 

—-—,—-of, cerebral and 
spinal, 534 

— —, changes in, following peni- 
cillin treatment of neuro- 
syphilis, 418 

— —, colloidal scarlet red test, 
39 

— —, cytological examination 
by phase contrast microscope, 
486 

— in tuberculous meningitis 
treated with streptomycin, 
323,549 

penicillin in, following 
parenteral administration, 581 

— —, potassium content of, 
10* 
—— pumping treatment of 
rheumatoid arthritis, 87, 88 
Cerebrovascular disease, electro- 
encephalogram in, 650 

—-—, measurement of  vaso- 
pressor reactivity by cold 
pressor reaction, 649 

Cerebrum, prefrontal lobes of, 
excision of, 431 

Chancroid, bubos of, treatment 
with penicillin, 528 

with streptomycin, 


Chiang Shan, see Dichora febri- 
fuga Lour. 

Chaulmoogra oil and _ strepto- 
mycin in laryngeal tuber- 
culosis, 324 

— — in renal tuberculosis, 105 
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Chaoul’s contact therapy of skin 
cancer, mitosis rhythm in, 251 

Chelating agents for inactivation 
of trace metals, choice of, 13 

Chemicals, corrosive, protective 
action of gastric mucosa 
against, 406 

Chemotherapy, 13-15, 355-7, 
4607, 577 

—,experimental, in glanders 
and melioidosis, 547 

—, synergism in, 242 

Chickenpox, control by serum 
gamma globulin antibodies, 495 

—, diagnosis of, use of electron 
microscope in, 378 

—, treatment with“antistin”, 433 

Chilblains, calciferol treatment 


of, 78 
Children, African, effect of diet 
and helminthic treatment on, 


6 

“i, allergy in, related to altitude, 
163* 

—,bronchiectasis in, course of, 
176 

-, delusional and hallucinatory 
experiences in, 317 ; 

—, energy expenditure in quiet 
play and cycling, 347* 

—, hunger oedema in, 607 

—, maturity, relation of growth 
and physical performance to, 


608 

—, normal, blood volume of, 45* 

—, salicylate tolerance and toxi- 
city in, 607 

—, sick, vitamin-C requirements 
and degradation in, 46 

Chin, receding, as cause of 
respiratory difficulty in infant, 
610 

China biscuit placing, effect of 
use of calcined alumina in, on 
health of worker, 565 

“ Chlorezium ”’ ointment in treat- 
ment of skin diseases, evalua- 
tion of, 638 

Chlorine excretion, premortal 
increase in fasting rats, 123 

— poisoning, accident in Brook- 
lyn, 139 

Chloroethylamines, effects on 
bronchogenic cancer, 404 

“Chloromycetin’’, administration 
to normal human subjects, 579 

—, biological studies of, 471 

—, effect on experimental in- 
fection with psittacosis and 
lymphogranuloma venereum 
viruses, 472 

—,isolation from Streptomyces 
“ 8-44", 471 

— treatment of typhus, 545, 579 

—, tuberculostatic action of, 579 

Chlorophyll treatment of skin 
diseases, evaluation, 638 

Chloroquine concentration in 
blood, effect of ,acidosis and 
anoxia on, 356 

— treatment of amoebiasis, 332 

— — — benign tertian malaria, 
669 

— —— malaria in hyperendemic 
zone, 443 

— — — quartan malaria, 328 

—, renal excretion, influence of 
orally administered alkali and 
acid on, 107 

Cholecystography, functional, 
value of, comparison of oral 
water test and Bronner test in 
normal subjects, 477 

—, visualization of Rokitansky- 
Aschoff sinuses during, 28 

Cholecystokinin, assay, and in- 
fluence of vagotomy on gall- 
bladder response, 408 

Cholera, 665-7 

—, clinical study, 666 

—, treatment by phthalylsulpha- 
thiazole, 321 

—, — — sulphadiazine, 99 
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Cholera, treatment by sulpha- 
guanidine, 99, 100 

—, — — sulphasuxidine, 321 

—, — — ‘ 6257”, laboratory 
investigations and field trials, 
245 

— vaccination, brucella anti- 
bodies following, 660 

— vaccine, effect during epi- 
demic in Egypt, 666 

— —, technique for preparation 
of, 665 

Cholesterol content of blood in 
mice with induced tumours, 


479 

— metabolism, hereditary dis- 
turbance, factor in genesis of 
atherosclerosis, 506 

—, serum, level in premature 
infant and its mother, 236 

Choline, action on lipid phos- 
phorylation in liver, 120 

— and methionine, treatment of 
chronic hepatitis with, 183 

— chloride, effect in diet con- 
taining pure amino acids in 
place of protein, 348 

— —, erythropoietic activity in 
megaloblastic anaemia, 64 

— in prevention of fatty change 
and cirrhosis in livers of hypo- 
physectomized and _thyroid- 
ectomized dogs, 523 

—, urinary excretion in health 
and hepatic disease, 487 

Cholinesterase activity, effect of 
folic acid on, 625 

— — of blood, 259 

—-——-— in pernicious anae- 
mia, 259 

— — — plasma and erythrocyte 
stromata, inhibition by alky- 
lated phosphorus compounds, 
465 

— — — serum, effect of under- 
nutrition and diet alterations 
on, 123 

—, serum and red cell, activity, 
effect of folic acid and liver 
extract on, 346 

—, —, in liver infections, 293 


—, —, inhibition by alkyl 
fluorophosphonates, 240 

Cholitis, ulcerative, chronic, 
chemotherapy and antibiotics 
in, 183* 

Chordomata, spheno-occipital, 
202 


Chorea, encephalitic, treatment 
by fever therapy and irradia- 
tion of corpus striatum, 651 

— minor, findings in 140 cases, 


47 
—, penicillin treatment, 137 
Chromo-reaction in tuberculosis, 
clinical tests, 323 
Chylomicron count in sprue, 182 
— in blood, effects ot irradiation 
on, 476 
Chymotrypsin, action on insulin, 
* 


Cincophen, see “ Atophan ” 

Circulation, action of adrenaline, 
ephedrine and “ methedrine” 
on, 240 

—, adjustments in, in cases of 
arterio-venous fistulae, 280 

—, coronary, effect of niketh- 
amide on, 11 

—, disorders of, 58-60, 167-9, 
393-7, 503-6, 619-21 

—, impaired, treatment of, by 
intravenous ether, 507 

— in arthritis, effect of fever 
therapy on, 644 

— — postural hypotension, 
study of, with aid of tagged 
erythrocytes, 505 

—, pulmonary, at rest and during 
exercise in health and chronic 
pulmonary disease, 345 

—, role of pulmonary vessels in 
reflex control of, 5 


Circulatory system, 567-9 

—-—,disease in relation to 
brucellosis, 546 

— —, physiology, 121-2, 232-3, 


344-6 

Climate, artificial, principles of 
standardization, 563 

—, relation to smallpox epi- 
demics, 564 

Clitocybine, bacteriostatic pro- 
perties, 135 

Clorarsen, see Dichlorophenarsine 
+ydrochloride 

Clostridium botulinum, spore 
germination in, quantitative 
study, 156 

— histolyticum infection, effect 
of toxin administration on 
mouse tumours, 32 

— oedematiens lecithinase, identi- 
fication and immunological 
properties, 664 

— sordellii lecithinase, identifi- 
cation and immunological 
properties, 604 

—welchii lecithinase, enzymic 
specificity, 604 

Clothing, effect on heat ex- 
changes of acclimatized men 
in hot environments, 234 

—, toxicity of y-benzene hexa- 
chloride in, 249 

—, ventilation, and tolerance of 
man to low temperatures, 341 

Coal tar, therapeutic use in 
dermatology, 77 

Cobalt, effect on blood formation, 
170 

—., influence on optimal bacterio- 
static concentration of penicil- 
lin, 581 

—, traces of, enhancement of 
effectiveness of penicillin by, 
469, 582 

Coca leaves, mental changes 
produced by chewing, 246 

Cocaine, effect on capacity for 
work, 246 

Coccidioidin, use of, 671 

Coccidioidomycosis, pulmonary, 
primary, laboratory infection 
of, 672* 

Colchicine, action on tumour 
growth, 595 

— with x rays in treatment of 
malignant tumours, 591 

Cold, common, immunity to, 
production of artificial, 319 

—, —, survival of virus collected 
from naturally acquired cases, 


319 
—, tolerance of man to venti- 
lation of clothing and, 341 
— pressor reaction in measure- 
ment of vasopressor reactivity 
in cerebral vascular disease, 


49 

Colitis, ulcerative, and bacillary 
dysentery in soldiers, 72 

—,—, chronic, evaluation of 
clinical management of, 290 

—, —, —, non-specific, x-ray 
study of course of, 183 

—, —, surgical treatment, 517* 

Collodion reaction in rheumatism, 


$30 

Colloidal scarlet red cerebro- 
spinal fluid test, 39 

Colloids, acid, injection, ovarian 
response to, in albino rat, 567 

Colon, mucosa, response to local 
application of sympathomi- 
metic and  para-sympatho- 
mimetic drugs, 290 

Colorado tick fever virus, studies, 


95 

Colour agnosia with visual alexia, 
syndrome of, 430 

— vision, disturbances due to 
streptomycin, 578 

Coma, diabetic, simulated by 
Wernicke’s encephalopathy, 
51 
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Comb growth in chicks, ae 
induced, inhibition by methyl- 
cholanthrene, 254 

Complement fixation by identi- 
cal amounts of antigen and 
antibody, effect of relative 
concentration on, 378 

— test for diagnosis of re- 
lapsing fever, 217 

Compression, limb, sensory para- 
lysis produced by, 350 

—, local, effect on blood flow in 
extremities of man, 233 

Concussion, experimental, elec- 
troencephalogram in, 425 

Condylomata acuminata, treat- 
ment by  podophyllotoxin, 
525 

Conessine, therapeutic properties, 


355 
Conglutination phenomenon, 265 


—test in erythroblastosis 
foetalis, 283 
Congo blue, diagnostic serum 


lability reactions with, 152 
— red, disappearance from blood 
stream in hypoproteinaemia, 


37 

— —, rapid disappearance from 
blood in malnutrition, 152 

Contraception, see Birth control 

Convulsions, infantile, due to 
idiopathic hypoglycaemia, 
treatment with alloxan, 385 

Cooking procedures, relation to 
staphylococcus food poison- 
ing, 2 

Copper therapy, intramuscular, 
in chronic inflammatory rheu- 
matism, 531 

Cordite, toxic effects, 3 

Corn oil, effect on blood sugar 
and rectal temperature in 
rabbits, 461* 

Cornea, experimental 
of goblet cells an 
bodies in, 118 

Coronary arteries, blood flow, 
effect of nikethamide on, 11 

— — of infants, 47 

— occlusion, acute, prothrombin 
level in, 57 

— --, experimental, ineffective- 
ness of dicoumarol after 
ligation, 166 

— — simulated by spinal nerve 
root pain, 166 

— thrombosis, paroxysmal dia- 
phragmatic flutter in, 58 

— vessels, angiography with 
direct injection of ‘ diodrast ”’, 
26 

Cor pulmonale, chronic, electro- 
cardiogram in, 502 


roduction 
inclusion 


— — following endophlebitis 
obliterans universalis” of 
pulmonary veins, 482 

Corpus callosum, section of, 


experimental syndrome due 
to, 534 

— striatum, irradiation in treat- 
ment of choreic encephalitis, 
651 

——, — — — — Parkinsonism, 
651 

Corticoids, glycogenic, effect of 
testosterone on excretion, 41 

Corundum, see Alumina, calcine 

Corynebacterium diphtheriae, de- 
tection by use of Mueller’s 
potassium tellurite medium, 


382 

— —, effect of ‘‘ tween 80” on, 
490 

—-—, gravis strains, virulence 
of, 156 

——, protective enzymes 


against, demonstration in 
urine, 384 
Cosmetic industry, tale in, 


causing pneumoconiosis, 455 
Costochondral junction, normal 
* variation of, 456* 
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Cramp, muscular, nocturnal, 
physiological action of quinine 
and neostigmine on, 422 

Craniostenosis, clinical picture 
and treatment, 48 

Cranium, sutures, premature 
closure of, 48 

Creatine determination, evalua- 
tion of methods, 53 

— synthesis, rate of, effect of 
methyl testosterone on, 300 

Creatinine excretion, effect of 
dietary restriction of B-com- 
plex vitamins on, 124 

— inulin clearance ratios, exo- 
genous, depression by diodrast 
and p-aminohippuric acid, 600 

—output of isolated heart, 
effect of digitoxin on, 351 

Creatinuria in diabetics, 53 

Creeping disease, 188 

Crico-arytenoid joints, function 
in movement of vocal cords, 


231 
Criminal behaviour in mental 
deficiency, 589 
Criminals, development of, signi- 
ficance of cerebral injury in, 


8 
andl peychopathic, treatment in 
Denmark, 588 
Cryolite, comparative toxicity 
for rats and rabbits, 585 
Cryptococcosis, 447 
Curare action, antagonism by 
neostigmine, physostigmine, 
ephedrine and_ di-isopropyl 
fluorophosphonate, 129 
— fractions, pharmacology, 352 
— in oil treatment of spasticity, 
200 
—, treatment of acute anterior 
poliomyelitis, 96 
— — — poliomyelitis, 435 
—, vascular effects, 12 
Curettage in treatment of 
plantar warts, 302 
Cushing’s disease, genesis, in- 
vestigation by analysis of 
morphology of pituitary, 637 
—syndrome, endocrine dis- 
orders associated with, 300 
Cysteine, effect on antitrypano- 
some activity of antimonials, 


553 

Cysts, bullous, of lung, 67 

—, medullary, congenital extra- 
dural, relation to juvenile 
kyphosis, 650 

Cytochrome C, __ intravenous, 
effect on capacity for effort 
without pain in angina of 
effort, 503 

——,—, in  neuro-muscular 
disease, 351 

—w— metabolism in _ experi- 
mental lead poisoning, 359 

Cytology, 118-9, 239, 342-3 __ 

Cytoplasm of cells, osmotic 
system within, 343 

—, structure, action of narcotics 
and hydrating and dehydrating 
agents on, 129 


Darier’s disease, vitamin A in, 


189 

Dark adaptation, comparison 
with nutritional state in 
miners, 228 

— —, — — psychological state 
in miners, 229 

— — of miners with nystagmus, 
228 

DDT and “phenyl cellosolve”’, 
control of pediculosis by, 587 

— control of malaria in India, 24 

— dusts, 5 and 10%, compara- 
tive effectiveness for control 
of rat fleas, 143 

— effect on cercariae of Schisto- 
soma mansoni, 334 
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DDT emulsion, 5%, residual 
spray, combined  typhus- 
malaria control with, 362* 

— in oil, exposure to, 474 

— intoxication, chronic, effects 
on lipids and other liver con- 
stituents, 143 

—, persistence in soil, 248 

—, residual spraying, in control 
of Aédes aegypti, 142 

—, — — of house, in control of 
mosquitoes, 338 

—, use against head lice, 339, 361 

—, — in control of Phlebotomus, 
338 

—,———-—sandfly fever, 
338 

—,—-— mass destruction of 
adult anophelines, 338 

“ Decapryn ”, clinical observa- 

tions, 354, 390 

— succinate”, effects in 

natural and acquired hyper- 

sensitivities in animals, 498 

— —, experimental and clinical 
results, 270 

— —, pharmacological proper- 
ties, 270 

Deficiencies, nutritional, in- 
fluence on injury and healing 
time of liquid mustard gas 
burns, 21 

Dehydration fever in newborn, 
urinalysis in, 48 

11-Dehydrocorticosterone _ace- 
tate, synthetic, effect of admin- 
istration to normal young 
woman, 410 

——,—,— on Addison’s dis- 
ease, 297 

Dehydrogenase activity in virus 
infections, 154 

— of tumour tissue, studies of, 
by methylene blue method, 


369 

Delinquency, clinical and electro- 
encephalographic diagnosis of 
epilepsy in, 589 

—, juvenile, medical aspects, 
588 

—,-—, remand homes for, 364 

—, mental deficiency and, 588 

Delusions in children, 317 

Dementia praecox, skin changes 

—, presenile, diagnosis, pneumo- 
encephalography in, 429 

“ Demerol”’, see Pethidine 

Dengue fever, attempted trans- 
mission to chimpanzees, 655 

—, lumbar puncture treatment 
of, 94 

Denmark, influenzal meningitis 
in, 201 

Dermatitis aestivalis buccae, 188 

—, deficiency scrotal, in P.o.W’s 
in the Far East, 501 

—due to azo dyes in nylon 
stockings, 303 

— —— para-phenylenediamine, 
303 

——-—-preparation and ad- 
ministration of penicillin solu- 
tion, 583* 

—, gold, treatment by BAL, 


245 
— herpetiformis, specificity of 
streptococci isolated from, 525 
Dermatology, 77-9, 188-90, 
301-4, 415-7, 524-5, 638-9 
—, disinfectant oil - in - water 
emulsions in, 190 
—, liquid oxygen in, 415 
Dermatomycosis, fungistatic and 
fungicidal power of blood in, 


447 
—, treatment with propionate- 
caprylate mixtures, 78 
Dermatosis and porphyria, 77 
—, exudative chronic discoid 
and lichenoid (Sulzberger and 
Garbe), in Shanghai, 303 


“* Desenex ”’ 
trials, 415 

Desoxycorticosterone acetate, 
effect on blood pressure, renal 
function and electrolyte pat- 
tern in intact rat, 520 

——,— — mammary gland 
and carcinogenesis in mice, 146 

—-w—, hormone production in 
zona glomerulosa of adrenal 
cortex after treatmentwith, 297 

— —, sodium loss in myotonic 
dystrophy induced by, 410 

—-—, subcutaneous implanta- 
tion in treatment of Addison’s 
disease, 410 

—, effect of continued admin- 
istration on hypertension, 619 

—, — on electrolyte balance, 74 

—,—-— histamine shock in 
adrenalectomized guinea-pig, 
465 

— in steroid control of gonado- 
trophic function of hypophysis, 
414 

Desoxyribose nucleic acid con- 
tent in thyroid after thiouracil, 
185 

Deuteron irradiation, effect on 
skin, 25 

Dexedrine sulphate treatment of 
epilepsy, 537 

Diabetes, alloxan, effect of 
sulphur compounds on pro- 
duction of, 53 

—,—,in  hypophysectomized 
rats, 53 

—,creatinuria and creatinine 
determination in, 53 

— due to phloridzin, 272 

—, influence on _ sulphhydryl 
content of tissues, 370 

— insipidus and _ psychogenic 
polydipsia, differential diag- 
nosis, 414 

—-— due to sphenoidal sinu- 
sitis, 637 P 

— —, thirst in, origin of, 523 

—, malarial, 444* 

— mellitus, acidosis in, effect of 
administration of sodium phos- 
phate on, 164 

—w— in children, body size 
and growth rate with, 500 

— — — —, follow-up study of, 


ointment, field 


— — — infancy, 160 

— —, pruritus in, experimental 
study, 501 

—-—,rutin therapy for asso- 
ciated increased capillary 
fragility and retinopathy, 272 

— —, temporary, production by 
pituitary adrenocorticotropic 
hormone, relation to uric acid 
metabolism, 612 

—-—, treatment by mixed pro- 
tamine zinc and _ soluble 
insulins, 501 

—-—, vitamin A _ content of 
liver and adrenals in, 253 

Diamidines, antibacterial action, 


577 

—, aromatic, action in vitro on 
Leishmania infantum, 668 

—, —, effect on bacterial growth, 


54 

—, —, inhibition of antibacterial 
effect by nucleic acids and 
polyamines, 154 

4,4’ Diamidino-1,3-diphenoxypro 
pane, see Propamidine 

p,p’ - Diaminodiphenylsulphone - 
N, N’-didextrose sulphonate, 
see Sulphone 

Diaphragm, dissociated paralysis 
of, following phrenic crush and 
pneumoperitoneum, 287 

—, elevated, simulated by basal 
pleural fluid accumulations, 
178 

—,—, — — infra - pulmonary 
effusion, 178 


Diaphragm, incision in treatment 
of pulmonary emphysema, 513 

—, paroxysmal flutter, with 
symptoms of coronary throm. 
bosis, 58 

—, radiographic study, 28 

—, Variations in outline, 367* 

Diarrhoea, chronic, bone changes 
in, 632 

—, infantile, streptomycin treat- 
ment, 46 

—, prolonged, marked hypo- 
kalaemia in, possible effect on 
heart, 495 

—, watery, acute, epidemic jn 
Alabama, 116* 

Dibenamine ”’, effect on blood 
pressure in normo- and hyper- 
tensive subjects, 355 

— in prevention of anti-curare 
action of adrenaline, 355 

I,2,5,6 - Dibenzanthracene-chole- 
sterol pellets, carcinogenic 
effects, 34 

N,N - dibenzyl - 8 - chloroethyl- 
amine, see ‘‘ Dibenamine ” 

2,2-Dibromopropamidine, anti- 
bacterial action, 577 

Dibromosalicil, fungistatic pro- 
perties, 79 

Dichlorophenarsine hydro- 
chloride, protective action of 
vitamins P and C against, 


359 

1,2-Dichloropropane, see Propy- 
lene dichloride 

Dichroa febrifuga Lour. in treat- 
ment of malaria, pharmaco- 
logy, 327 

Dick test, reversal of reactions 
to, through use of new type 
of antigen, 227... 

Dicoumarol, antagonism of dl- 
methionine to, 241 

— -heparin, combined, in treat- 
ment of myocardial infarction, 
277 

— in coronary occlusion, experi- 
mental, 166 

—, ineffectiveness when ligation 
is method of occlusion of 
coronary artery, 166 

— plasma, prothrombin con- 
version factor of, 285 

— therapy, differences in Quick 
and Russell _viper-venom 
methods for prothrombin de- 
termination during, 38 

Dienoestrol glucuronide, isola- 
tion and properties of, 521 

Diet composition and vitamin C, 
relation to vitamin A de- 
ficiency, 570 

—,effect on African school 
children, 46 

—,—-— cholinesterase activity 
of serum, 123 

—, high protein, in treatment of 
acute glomerular nephritis, 84 

—,—-—,role in aetiology of 
hypertension, 620 

—, protein-free, effect on pro- 
tein catabolism in uraemia, 
309 

—, rotary diversified, function 
and clinical application in 
food allergy, 499 

—, supplemental, effect on mal- 
nutrition, 348 

8-Diethylaminoethyl 9,10-dihy- 
droanthracene - 9 - carboxylate 
hydrochloride, anti-asthmatic 
effects, 51 

1 - Diethylcarbamy] - 4 - methyl- 
piperazine hydrochloride, see 
Hetrazan 

3,3 - Diethyl-2,4-dioxopiperidine, 
see Sedulon ” 

Diethyloxide, see Ether, intra- 
venous 

Diethylstilboestrol, fungistatic 
properties, 79 

Digestion, physiology of, 235-7 
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Digestive disorders, 69-73, 
179-84, 288-93, 405-8, 516-9, 
631-4 

Digitalis glycosides, emetic 
action, attempt to locate site 
of, 133 

—, maintenance doses, efficiency 
in preventing- recurrence of 
congestive heart failure, 54 

Digitoxin, effect on creatinine 
and histamine output of 
isolated heart, 351 

Dihydroergotamine, hypodermic 
injection for relief of migraine, 
16 

Dihydrostreptomycin in experi- 
mental tuberculosis, 214 

Di-isopropyl fluorophosphonate, 
antagonism of curare by, 129 

—, central effects, influence of 
atropine and scopolamine on, 


466 

—, — excitant action, 240 

—, toxicity, 11 

B-2,5 - Dimethoxy phenethyl 
amine, compounds related to, 
pharmacology, 130 

p-Dimethylaminoazoben zene, 
administration to rats, pre- 
sence and significance of bound 
aminoazo dyes in liver follow- 


ing, 149 
1,2 - Dimethyl - 4 : amino - 5(d - 
1’ - ribitylamino) - benzene, 


effect on diabetogenic action 
of alloxan, 53 

Dimethyl piperidoaminomethyl 
benzodioxane, depressor effect, 
620 

“ Dimetina ” “ Antergan” 

ga toxicity .to 
laboratory animals, 23 


. Diphenyl ethers, tuberculostatic 


activity, 214 

Diphtheria antitoxins in human 
sera, transmission via placenta 
and elimination during lacta- 
tion, 492 

— bacillus, see Corynebacterium 
diphtheriae 

— carriers, local treatment by 
penicillin, 545 

— —, tonsillectomy in, 545 

—-—, treatment with 4-ray 
irradiation, 99, 250 

—, complement in blood in, 
211 

--, cutaneous, in the Far East, 


437 

—, decrease of natural antitoxic 
immunity against, 450 

—, fatal, myocardial changes in, 
438 

— immunity, duration follow- 
ing vaccination, 451 

—-— induced by booster dose 
of diphtheria toxoid purified 
by absorption and elution, 1 


—-—, restoration of, without 
injections, 659 
— immunization, combined 


active and passive, 561 

— —, influence on formation of 
antitoxin of dead diphtheria 
bacilli added to diphtheria 
toxoid in, 606 

—-—of adults, 
reactions in, 561 

— , pseudoreactions to 
Schick test in, 452 


dosage and 


————, use of highly puri- 
fied toxoid as immunizing 
agent, 562 


—--— newborn babies and 
infants, 451 

—, influence of sensitization on 
development of antitoxin im- 
munity and on course of in- 
fection in immunized subjects, 


5 
— toxoid, Holt’s content, purity, 
ageing, and durability of im- 
munity, 44 
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Diphtheria toxoid, immunizing 
efficiency when combined with 
various antigens, 450 

— —, purified, 1 

—, treatment with penicillin, 

— — toxoid, 99 

Diphyllobothrium latum infesta- 
tion and pernicious anaemia, 
222 

— —, location in intestines, 222 

Disease, chronic, problems of, 449 

—,—, psychiatric disorders in 
hospitals for, 652 

—,imcidence, post-war trends 
In, 453 

Disinfectant oil-in-water emul- 
sions in dermatology, 190 

Disinfection of food utensils, use 
of quaternary ammonium 
compounds in, 454 

Dithiocarbamate derivatives 
in treatment of superficial 
mycoses, 188 

Diuresis due to formoguan- 
amine, 241, 576 

—, water, urine volume and total 
renal sodium excretion during, 


43 

Dolophine, see Physeptone ”’ 

Donovania granulomatis, action 
of disinfectant, chemothera- 
peutic, and antibiotic agents 
on, 83 

— —, antigenic relationships 
and significance in granuloma 
inguinale, 420 

*“ Doryl “‘ in treatment of polio- 
myelitic bladder paresis, 541 

Drugs, gastric, common, effect 
on mobility of stomach, 631 


Duct, thoracic, post-operative 
fistula of, 457 
Ductus arteriosus, aneurysms 


and pseudo-aneurysms of, 256 

patent, associated with 
aberrant right subclavian 
artery, 26 

— —, —, blood volume in, 57 

——, —, differential diagnosis 
from atrial septal defect, 26 

——, —, prognosis in, 57 

Dugdenum, malignant lesions, 
radiographic features of, 28 

—, ulcer, recurrence under medi- 
cal management, 405 

Dupuy, Marc, discovery of 
rectal anaesthesia, 224 

Duracillin, see Procaine penicillin 
G, 17 

Dust deposition in lungs, reduc- 
tion by aqueous aerosols, in 
rabbits, 341 

—, house, allergens of, compari- 
son with mould products, 50 
—, purification and 
chemistry of active con- 
stituents of, 49 

—,—, desensitization to, with 
* crude dust antigen ”’, 161 

—, mineral, fixation in lungs, 4 

— particles, coating and aggluti- 
nating by aqueous aerosols, 
341 

Dysarthria, apraxic, 313 

Dysentery, acute, peculiarities 
of clinical course, 633 

—, amoebic, treatment, 332 

—, bacillary, and ulcerative 
colitis in ‘soldiers, 72 

— bacillus, type transformation, 
experimental, 42 

—, balantidial, post-mortem 
study of, 333 

— syndrome, chronic, paracolon 
bacilli as related to, 517 

Dysplasia, encephalo - ophthal- 
mic, congenital, 494 

Dystrophia adiposogenitalis, re- 
lation to nutritional deficiency 
obesity, 51 

— myotonica, family history of, 
316* 


E.C. 110 in treatment of head- 
ache, 533 

Ecchymosis test for capillary 
haemorrhagic diathesis, 260 

Ectromelia, infectious, in mice, 
national transmission, elim- 
ination of virus, 206 

Eczema, infantile, treatment by 
vitamin 6390 

—, spread, due to sensitization, 
188 

—, summer ray, 188 

Effort syndrome, see Asthenia, 
neurocirculatory 

Egg-white sensitivity in rats, 
influence of endocrine glands 
on, 499 

Electric convulsion therapy, see 
Shock therapy 

Electrocardiogram, changes in, 
associated with standing, 615 

—, diagnostic value of, 275 

—, effect of stibophen and tartar 
emetic on, 55 

—in acute ischaemia of myo- 
cardium, 395 

— — chronic cor pulmonale, 502 

— — mitral stenosis, 276 

normal infants and chil- 
dren, 387 

—-—right heart hypertrophy, 
comparison of endocardiac 
potentials with oesophageal 
electrocardiogram, 614 

—, precordial, normal variations, 


54 

—, Q-T interval, 
sideration of, 54 

Electrocardiography, clinical 
value of unipolar chest and 
limb leads in, 615 

— in diagnosis of right ventri- 
cular hypertrophy, 165 

—, intrathoracic, in patients 
with pneumothorax, 273 

— of ventricular aneurysm, 277 

Electroencephalogram, activity 
rhythm of motor neurons in 
interpretation of, 120 

—, changes in, caused by barbi- 
turate narcosis, 462 

—, — —, physiological 
anisms underlying, 648 

— in allergic children, 610 

— cerebrovascular disease, 
650 

— — encephalitis, 313 

— epilepsy, clinical aspects, 
428 

—— experimental concussion 
and related conditions, 425 

— — — epilepsy, 654 

— — porencephaly, 89 

— — subdural haematoma, 650 

Electroencephalography, activa- 
ted, in post-traumatic epilepsy, 

2 

an in localization of intracranial 
tumours, 201 

—,— patient with myoclonic 
seizures, 91 

— with pharyngeal electrodes, 
648 

Electrokymography in normal 
subjects, 568 

—, technical aspects, 275 

Electrolyte balance, action of 
adrenal cortical steroids on, 74 

— pattern, effect of desoxy- 
corticosterone acetate on, in 
rat, 520 

Electromyography of paralysed 
and paretic muscles in anterior 
poliomyelitis, 434 

Electronarcosis, value and 
dangers, 430 

Embolism, air, followed by par- 
oxysmal cardiac arrhythmia, 
275 

—, pulmonary, and pneumonia 
or bronchopneumonia, early 
pleural effusion in, 287 

Emetine toxicity in man, 586 


further con- 


mech- 
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Emotions, effect cardio- 
vascular system, 4 

—, stability of, intelligence 
317 

—, stress of, physiological and 
psychological responses to, in 
neurosis, 538 

Emphysema, pulmonary, diag- 
nosis, 628 

—,—, effect of exercise on 
cardiac output and pulmonary 
arterial pressure in, 273 

—,—, treatment by incision of 
diaphragm, 513 

Empyema in children, penicillin 
treatment, 47 

— — infancy, clinical statistics, 
1931-47, 2 

— — —, treatment by penicillin, 
267 

Emulsions, organ, producing 
neurological manifestations in 
laboratory animals, 163 

Encephalitis as cause of be- 
haviour disorders in children, 
609 

—, autumnal maritime, and 
Japanese B, histological com- 
parison, 542 

—, diagnosis, 
tests for, 41 

—, electroencephalogram in, 313 

—  followi ing measles, 482, 655 

—, Japanese virus, simple tech- 
nique for passage of, 42 

—_—--—, susceptibility of ham- 
ster to, by feeding, 42 

—, pathogenesis, following vac- 
cination, measles and _ in- 
fluenza, 482 

—, pneumonic, non-suppurative, 


neutralization 


—, St. Louis virus, simple tech- 
nique for passage of, 42 

—,—— —, susceptibility of 
hamster to, by feeding, 42 

—, tick- borne, in Yaroslavl pro- 
vince, 542 

— virus, neutralization tests for 
presence of, 41 

Encephalography, air, in psy- 
chiatric patients, 652 

Encephalomyelitis, acute dis- 
seminated, aetiology and 
pathogenesis of, 89 

—, disseminated, experimental 
production by use of homolo- 
gous antigen, 90 

—, equine, Western, effect of 
thiamine deficiency on, in 
mice, 542 

_-, Theiler’ s, of mice, influence 
of varied protein intake and of 
tryptophan deficiency on, 41 

Encephalopathy after prophy- 
lactic pertussis vaccine, 546 

—, arsenical, in Indian troops, 98 

—-—,—, relation of vitamin B, to, 
82 

—, chronic hypertensive, patho- 
genesis of, 649 

—, lead, sodium citrate in treat- 
ment ‘of— 140 

—, Wernicke’s, simulating dia- 
betic coma, 51 

Endangiitis obliterans, cerebral, 


425 

Endocarditis, bacterial, effect of 
penicillin on endocardial vege- 
tations, 58 


—, —, subacute, and rheumatic 
carditis, relation between, 255 
—,—,—, characteristics and 


penicillin resistance of non- 
haemolytic streptococci iso- 
lated from, 380 


penicillin in, 165, 
277* 

sulphonamide therapy 
of, 165, 277* 


_—, rheumatic, acute, treatment, 
salicylate level in blood as 
basis of, 336 
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Endocrine disorders, 74-6, 
185-7, 294-300, 409-14, 520-3, 
635-7 

— glands, extirpation, effect on 
production of fatty liver, 409 

—-— in mongolism, pathology 
of, 386 

—-—-, influence on egg-white 
sensitivity in rats, 499 

— influence on cardiac output 
and oxygen consumption in 
dogs, 233, d 

Endocrinology of schizophrenia, 


540 

“ Endophlebitis obliterans uni- 
versalis ’’ of pulmonary veins 
with subsequent cor  pul- 
monale, 482 

Endotoxins, bacterial, protec- 
tion against, by penicillin and 
its impurities, 137 

Energy expenditure for quiet 
play and cycling of boys, 347* 

— metabolism in obesity, 500 

Entamoeba coli, mode of trans- 
mission, 109 

— histolytica, cultivation in modi- 
fied thioglycollate medium, 555 

—-—, cysts, determination of 
viability of, 109 

growth requirements, 555 

—-—in wild rats caught in 
London, 562 

-_-, mode of transmission, 109 

—-—, morphology, life cycle, 
and physiology, 108 

— moshkovskii, 110 

Enteric fever, diagnostic value 
of Widal test in the inocu- 
lated, 491 

Enteritis, regional, 
and treatment, 517 

Enterochromaffin cells, chemical 
character of, 253 

Enterococcus, food poisoning by, 


diagnosis 


227 

Enterogastrone concentrate in- 
jection, gastric secretion 
during, 179 

—— —, histamine and insulin 
stimulated gastric secretion 
during, 180 

Environment, effect on health 
and efficiency in warships, 227* 


Enzymatic processes  in- 


fection, 43* 

Enzymes in urine, protective 
against haemolytic strepto- 
cocci, lactic acid streptococci 
and ag bacilli, demon- 
stration of, 384 

—, thiol, inhibition by lacrima- 
tors, 584 

Eosinopenia caused by adren- 
aline infusion and by insulin 
hypoglycaemia, 622 

Ephedrine and adrenaline, inter- 
action between, 464 

—, antagonism of curare action 


by, 12 

—, effect on blood circulation in 
man, 240 

—, vasoconstrictor action, mech- 
anism, 464 

Epidermodysplasia verruciformis 
of Lewandowsky-Lutz, 639 

Epilepsy, 91-2 

—, benzedrine and dexedrine 
sulphate treatment, 537 

—, clinical and electroencephalo- 
graphic diagnosis in delin- 
quency, 589 

—,— aspects of normal electro- 
encephalogram in, 428 

—, cryptogenic, total protein, 
globulin and albumin in 
lumbar fluid in, 202* 

—, effect of ‘“‘ myanesin ”’ on, 315 

—, experimental, electro-ence- 
phalographic patterns in, 654 

—,— induction of grand mal 
during hypnoidal state in- 
duced by “sodium amytal’’, 92 
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Epilepsy, focal, correlation of 
pathological and radiological 
findings in, 365 

—, induced and excised foci of, 
electroencephalography of, 537 
—, induction by intermittent 
rhythmical stimulation by 
light, 651 

—, mesantoin 
of, 92, 316, 428 

—, 3-methyl - 5,5 - phenylethyl - 
hydantoin and phenobarbitone 
treatment, 316 

—. periodicity of attacks, re- 
lation to sleep, 650 

—, post-traumatic, activated 
electroencephalography in, 92 
—, and persistence 
in, 538 

_, traumatic, anatomy, 91 

—, —, early, 315 

—,tridione treatment, fatal 
acute pancytopenia following, 
428 

—, visual hallucinations in, 315 

Epinephrine, see Adrenaline 

Epithelioma, nodular, 372* 

Epithelium, tumours, different 
cell types and distribution in, 


in treatment 


—,—, dividing cell nuclei in, 


375 

Ergosterol, inactivated, anti- 
bacterial action in pulmonary 
tuberculosis, 215 

Ergotamine tartrate treatment 
of ‘“‘histamine headache’”’, 
424 

— — — — poliomyelitic blad- 
der paresis, 541 

— treatment of peptic ulcer, 181 

Ergothionine, antithyroid ac- 
tivity, 74 

Erythema exudativum multi- 
forme in childhood, 639* 

— — — and pneumonia, associa- 
tion between, 558 

— nodosum, aetiology of, 481 

— — and tuberculosis, relation 
between, 440 

— — in leprosy, 98 

——, symptomatic, after sul- 
phathiazole, 188 

— solare, no. of, with 
pyribenzamine, 3 

Erythroblastosis, adult, erythro- 
poiesis in, 64, 175 

— foetalis, conglutination test 
in, 283 

— —, relation of iso-immuniza- 
tion with A and B factors to, 
586 

——, treatment with repeated 
and massive exchange trans- 
fusions, 284 

Erythrocytes, action of mumps 
virus on, 379 

—, adsorption of bacterial poly- 
saccharides to, 623 

—, cholinesterase activity, effect 
of folic acid and liver extract 
on, 346 

—, enzymic action of viruses and 
bacterial products on, 489 

—,methaemoglobin reduction 
in, 398 

—, ‘*motile’’, occurrence and 
significance in human blood 
and marrow in anaemia, 281 

—, persistence of normal action 
in conserved blood, 24 

— sedimentation, effect of 
thrombin on, 376 

— — rate, effect of alcohol as 
contaminant, 259 

— — —,, estimation, clinical 
value of some methods for, 
258 

— — — in pregnancy and puer- 
perium, 38 

—-—-—, increased, technique 
for measurement of pathologi- 
cal factors in, 37 


Erythrocyte sedimentation rate, 
relation to. streakiness of 
blood films, 37 

— stromata, cholinesterase 
activity, inhibition by alky- 
lated phosphorus compounds, 
465 

— therapy in anaemia and 
leucoses, 398 

—, virus receptors of, nature of, 
489, 490 

Erythropoiesis, effect of choline 
chloride on, in megaloblastic 
anaemia, 64 

— in chronic erythroblastosis of 
adults, 64, 175 

— — human bone-marrow culti- 
vated in various media, 121 

— — vitro of sternal bone mar- 
row, 622 

Esterases, action of alkyl fluoro- 
phosphonates on, 240 

Ether, intravenous, in treatment 
of impending gangrene and 
impaired circulation, 507 

Ethyl alcohol, 95%, intraperito- 
neal administration of, pro- 
ducing regression of lympho- 
sarcoma, 254 

— carbamate, see Urethane 

— -nor-adrenaline, effect in 
bronchial asthma, 51 

Ethylene glycol poisoning, 585 

— imine, acute toxicity to small 
animals, 23 

— —, toxicity to mice, compari- 
son with ammonia, 23 

Euflavine, uptake of, by cell 
substances, 14 

—, by yeast cells, 15 

Euglobulin of serum, 
formol-gel reaction for deter- 
mination of, 37 

Eunuchoidism, “ pan-pituitary ” 
spermatogenesis after testo- 
sterone therapy, 300 

Exercise, effect on cardiac out- 
put and pulmonary arterial 
pressure, 273 

—,— — pulmonary circulation 
in health and chronic pul- 
_ disease, 345 

— — renal plasma flow and 
~ filtration rate of normal and 
cardiac subjects, 309 

Extensor spasm, occurrence in 
complete transection of spinal 
cord, 425 

Extrasystoles, auricular and 
ventricular, first heart sound 
in, 55 

Extremities, circulatory  dis- 
turbances, effects of syncardiac 
massage on, 58 

Exudates, cytology, method for 
investigating, 600 

Eyes, burn of, caused by selen- 
ium, 229 

—, complications affecting, in 
relapsing fever, 326 

— of newborn infant, bacterial 
flora in, comparative effects of 
penicillin and silver nitrate on, 
493 

—, pupillary abnormalities in 
schizophrenia and during mus- 
cular effort, 653 


Faeces, fat content in diets 
containing moderate and large 
amounts of fat, 236 

—,—excretion in, effect of 
dietary fat on, 460 

—, filtrates of, oral administra- 
tion in transmission of epi- 
demic gastro-enteritis, 291 

Faintness in semi-starvation, 
and cardiovascular response to 
posture, 232 

Fallot’s tetralogy, 
catheterization in, 56* 


cardiac 


Fallot’s tetralogy, cerebral ab. 
scess complicating, 47 

— —, development of pulmon- 
ary vascular obstruction in, 
503 

— —, present-day 
conception of, 560 

Fanconi syndrome, mechanism 
and clinical picture, 52 

Fat absorption in bile fistula in 
dogs, effect of bile prepara- 
tions on, 458 

—, action on lipid phosphoryla- 
tion in liver, 120 

— content of faeces, on diets 
containing moderate and large 
amounts of fat, 236 

— deposition in spite of mal- 
nutrition, 163 

—, dietary, effect on faecal fat 
excretion, 460 

—,—,— — subjective symp- 
toms in man, 460 

—emulsions for intravenous 
nutrition, 126 

— —, intravenous injection in- 
to dogs, 571 

—, intestinal absorption, anoma- 
lies of, 182 

— metabolism, role of kidneys 
in, 572 

— transport across _ intestinal 
wall, role of phospholipids in, 

58 


erroneous 


Fatty acids, antifungal pro- 
perties of, effect of PH and 
solubility on, 524 

Feminism due to carcinoma of 
adrenal cortex, 297 

Femur, fracture of neck of, 
bilateral, complicating electro- 
convulsive therapy, 93 

Fertility, fructose and fructo- 
lysis in semen in relation to, 
461 

—, influence of contraception 
and impairments of fecundity 
on, 453 

—, social and psychological fac- 
tors affecting, 453 

Fever, eruptive, involving skin 
and ‘mucous membranes, re- 
lation to Stevens-Johnson 
disease, 559 

— therapy, effect on circulation 
in arthritis, 644 

—-w—for choreic encephalitis, 
651 

—  —, low-grade, in treatment 
of arthritis, 532 

Fibre degeneration in central 
nervous system, use of intra- 
venous methylene blue in 
study of, 478 

Fibrin in tuberculous caseation, 
alterations in, 478 

Fibrinogen, excess, relation to 
streakiness of blood films, 37 

— in thromboangiitis obliterans, 
61 

Fibrositis, treatment with hista- 
mine, 530 

Fiévre boutonneuse, case in 
Cyprus, 9 

Filariasis in American armed 
forces in World War II, 222 

— treated with “‘ hetrazan ”’, 241 

Fingers, degenerative joint dis- 
ease of, x-ray and clinical 
appearance, 421 

Fistula, arterio-venous, adjust- 
ments in blood circulation in, 
280 

—,—, arteriography in, 145 

—of thoracic duct,  post- 
operative, 457 

Flatulence, intestinal, relief of, 
assessment of agents for, 239 

Fleas, rat, control of, comparison 
of effectiveness of 5 and 10% 
DDT dusts for, 143 

Flocculation tests in rheumatoid 
arthritis, 644 
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Fluid balance in treatment of 
acute uraemia by peritoneal 
lavage, 196 

Fluorescein as an indicator of 
antihistamine activity, 162 

Fluorescence of human skin, 
inhibition of histamine- 
induced, 162 

Fluorine and prophylaxis. of 
caries, 2 

Fluorocardiography, see Electro- 
kymography 

Fluorophosphonates, alkyl, ac- 
tion on esterases and other 
enzymes, 240 
--, —, inhibition of serum cho- 
linesterase by, 240 

—,—, toxicity of, 11 

Fluorosis, risk of in magnesium 
foundries, 4 

Flying in stressful conditions, 
effect on adrenal cortex, 6 

— personnel, physiological 
characteristics, 6 

Foetus,death following use of sap- 
onaria root as abortifacient, 
363 

—, resistance to anoxia, 608 

Folic acid activity and antagon- 
ism of two structurally re- 
lated derivatives of benzimid- 
azole, 264 

— — antagonists, effect on Rous 
sarcoma, 599 

— — conjugates, action on man, 


29 

— — derivatives in treatment of 
leukaemia, 626 

——, effect on cholinesterase 
activity, 625 

——,— of injections of, on 
anaemia in rats infested with 
Bartonella muris, 40 

—-—,— on serum and red cell 
cholinesterase activity, 346 

—-—, influence on gastric de- 
fects in sprue, 407 

—-— treatment causing im- 
balance of vitamins, 392 

—-— of conditions other than 
pernicious anaemia, 624 


— — — — granulocytopenia in 
rats, 349 

—— — — nutritional macro- 
cytic anaemia, 173, 175 

— pernicious anaemia, 
174, 175, 399 

— — — — porphyria, 613 

——  — —refractory megalo- 


blastic anaemia, 174 

-— — Rous chicken sar- 
coma, 599 

regression of expeii- 
mental macrocytic anaemia 
with, 134 

Folliculin, see Oestradiol dipro- 
pionate 

Food poisoning caused by 
Salmonella birkenhead, 548 

— —, enterococcal, 227 

experimental, in man, 


454 
— —, staphylococcal, 340 
——,—,relation of cooking 
procedures to, 2 
Foods, frozen, precooked, 113 
Foot, common disorder of, first 
manifesting itself in childhood, 
8* 


Forceps, obstetrical, in ancient 
times, 560 

Formaldehyde, inhibition of acid 
phosphatases by, 258 

— poisoning, rational treatment, 
473 

Formoguanamine, diuretic ac- 
tion, 241 

—,— — and toxicity of, 576 

Formol-gel reaction, simple 
quantitative, 37 

Fouadin ”’, see Stibophen 

Frostbite, experimental, patho- 
logy of, 388 
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Fructose in semen in relation to 
fertility, 461 

Fungi, effect of pH and solubility 
on antifungal properties of 
fatty acids and _ trimethyl 
cetyl ammonium pentachlor- 
phenate, 524 

—, pathogenic, antibiotic activi- 
,ty of bacillomycin against, 472 

—,—, isolation from  experi- 
mentally inoculated guinea- 
pigs, 671 

—, true, demonstration of phos- 
phatases and lipase in, by 
staining methods, 379 

Fungicidal ointment, United 
States Army, field trials of, 415 

Fungus antigens, sensitization of 
normal animals with skin test, 
67¥ 

— infections, 447-8, 588, 671-2 

— —, cutaneous, treatment by 
fungicidal fatty acid esters, 


415 
“ Furacin ”, see Nitrofurazone 
Furmethide, use of, in paralysis 
of bladder from poliomyelitis, 
354 


Gall-bladder, 408 

—, opacity of, comparison of 
oral water test and Bronner 
test in normal subjects, 477 

—, Rokitansky-Aschoff sinuses, 
visualization during chole- 
cystography, 28 

Gamma-ray protection in radium 
therapy, 251 

“Gammexane’”’, effectiveness 
against mosquitoes and mites, 
247 

— for area control of trombi- 
culid mites, 143 

—, persistence in soil, 248 

—, pharmacology of, 248 

acute, treatment 
of,” 

587 

—, — in clothing, 249 

— treatment of scabies, 415 

—, use against head lice, 339 

Ganglia, sympathetic, vascular 
proliferations in, in hyper- 
tensive patients, 150 

Gangosa, histological observa- 
tions on, 558 

Gangrene, impending, treatment 
by intravenous ether, 507 

Gastrectomy, see Stomach, re- 
section 

Gastric, see Stomach 

Gastro-enteritis, epidemic, trans- 
mission by oral administration 
of faecal filtrates, 291 

—, infantile, aetiology of, 267 

—,—, outbreak in Aberdeen, 
association of special type of 
Bact. coli with, 495 

—,—, toxaemic, treatment by 
intravenous procaine, 386 

Gastrointestinal tract, 
studies following vagotomy 
for peptic ulcer, 367 

Gastroscopy in pernicious 
anaemia, 180 

— — secondary syphilis, 406 

— of gastric mucosa before and 
after vagotomy, 406 

Genital glands, 187, 298-300, 
412-4, 521-2 

Genito-urinary disorders, 8 4— 
5» 195-6, 309-10, 529, 643 

Germany, British Zone, tuber- 
culosis in, 337 


Giardia intestinalis, mode of 
transmission, 109 
Gingival disease, sugar-cane 


gnawing in treatment of, 179 
Glanders, experimental chemo- 
therapy, 547 


Glass dust, inhalation of, fatal 
pneumonia after, 230 

y-Globulin content of serum, 
formol-gel reaction for de- 
termination of, 37 

—, hyperimmune, in treat- 
ment of pertussis and pneu- 
monia complicating pertussis, 
659 

— in cerebrospinal fluid, quan- 
titative estimation of, 468 

Glomeruli in sympathetic ganglia 
in hypertension, 150 

Glomerulonephritis in experi- 
mental brucellosis, 85 

Glossina, pupal stage of, effect of 
high temperature on, relation 
to transmission rate of try- 
panosomes, 667 

Glucophyllin treatment of es- 
sential hypertension, 59 

Glucuronic acid deficiency in 
rheumatic diseases, 87 

Glucose, effect on streptomycin 
activity, 358 

—, hypertonic solution of, in- 
fluence of autonomic nervous 
system on intestinal absorp- 
tion of, 351 

— metabolism in starvation and 
water deprivation, 572 

Glutamic acid, structurally re- 
lated compounds to, prepara- 
tion and antibacterial action, 
492* 

1(+)Glutamic acid, effect in 
hypoglycaemia, 53 

Glutamine, antimetabolite for 
Staphylococcus aureus, 492 

—, microbiological determina- 
tion of small quantities of, 

Glutinosin, fungistatic product 
of Metarrhizium glutinosum, 20 

Glycine with sodium salicylate, 
effect on production and excre- 
tion of uric acid and allantoin 
in rat, 239 

Glycocoll in treatment of throm- 
bocytopenic purpura, 284 

Glycogen, deposition in liver in 
normal and sarcomatous mice, 


30 

—, formation and deposition in 
liver, 151 

Glycosides, cardiac, determina- 
tion of cumulative effect and 
elimination of, by infusion 
tests, 464 

—,—, — — therapeutic irregu- 
larity and lethal doses of, in 
heart-lung preparation, 463 

—,—, response of isolated hypo- 
dynamic myocardium to, 575 

—, digitalis, attempts to locate 
site of emetic action of, 133 

Goitre, exophthalmic, see 
Graves’s disease 

—, experimental genesis of, phy- 
siological mechanism of, 294 

—, prophylaxis of, 563 

Gold dermatitis, treatment by 
BAL, 22, 245 

— treatment of chronic poly- 
arthritis, complications of, 423 

— — rheumatoid arthritis, 
311 

—, possible antagonism for 
histamine toxicity and certain 
allergic reactions, 312 

—, radioactive, in selective in- 
ternal radiation therapy of 
diseases of lymphoid system, 


144 

—,—, treatment of malignant 
tumours with, 144 

Golgi apparatus, position in 
thyroid cell, 119 

Gonadotrophin, pituitary, effect 
of starvation on, 76 

Gonococcus cultures, comparison 
of 24- and 48-hour readings 
of, 193 


683 


Gonococcus, identification and 
maintenance, medium for, 
194* 

Gonorrhoea, 192-4 

—, ambulatory treatment by 


penicillin preparations, 192 
—, female, rectal infection in, 


527 
—, —, penicillin treatment, 
bacteriological follow-up of, 


193 
—, inhalation of micronized 
penicillin in treatment of, 193 
—, liver damage due to, 83 


penicillin- -resistant, alleged, 
528 
—, single injection treatment 


with potassium penicillin sus- 
pension in oil-containing ad- 
renaline, 528 

—, treatment by  hypospray 
administration of penicillin, 
307 

—, — with penicillin, masking 
or delaying effect on develop- 
ment of syphilis, 81 

Gram test for bacteria, signi- 
ficance in relation to penicillin 
bacteriostasis, 583 

Gramicidin ‘“S”, synthetic 
pentapeptides related to, 358 

Granulogram in non- -tuberculous 
conditions, 377 

Granuloma, a qualitative change 
in focal anaphylactic inflam- 
mation, 30 

—, cerebral, due to schistoso- 
miasis, 222 

—, chronic, in alimentary tract, 
caused by minute mineral 
particles, 601 

— fungoides, nitrogen mustard 
treatment, 304 

-_--—, tumour stage, responding 
to antimony preparations, 190 

—inguinale, action of disin- 
fectant, chemotherapeutic, and 
antibiotic agents on organism 
of, 83 

— —, “ anthiomaline ” 
ment, 420 

— —, causing pseudo-epithelio- 
matous hyperplasia, 194* 

——, cultural and_ serological 
studies on, 308 

, Significance of Donovania 
granulomatis in, 420 

streptomycin 


treat- 


treatment 


of, 194 
Graves’s disease, favourable in- 
fluence of folliculin in, 409 
Grawitz—Wilms tumour, mixed, 

neurogenesis in, 36 
Grisein, antibiotic produced by 
Streptomyces griseus, 579 
Growth, effect of thiamine on, 


347 

—, gross efficiency of, influence 
of vitamin-A deficiency on, 347 

— of boys in puberty, 266 

—w—children in relation to 
maturity, 608 , 

— — —, margarine and, 348 

— rate and body size of children 
with diabetes mellitus, 500 

— retarding factor in maize bran, 


571 
—, retardation, seasonal, in 
children with nutritive failure, 


Gum, biopsy, in diagnosis of 
generalized amyloidosis, 29 
Gynaecomastia due to homo- 
logous serum hepatitis, 73 
— following severe starvation, 

500 
“Gynergen”’, see Ergotamine 
tartrate 


Haemagglutinin, vaccinia, im- 
munological properties, 602 


| 
| 


mes 
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Haemagglutinin, vaccinia, physi 
cochemical properties, 602 

Haemagglutination by Shigella 
alkalescens, 383 

Haemangioma of small intestine, 
with special reference to 
intussusception, 151 

vertebral, 645 

Haematoma, subdural, electro- 
encephalogram in, 650 

Haematopoiesis, effect of cobalt 
on, 170 


—,— — increased atmospheric 
pressure on, 508 
—, — — radiation in, 590 


—, — — secondary liver extract 
on, 63 

— in hypertension, 395 

—,new substance acting on, 
obtainable from liver by auto- 
lysis, 63 

Haematopoietic system, dis- 
orders, treatment by nitrogen 
mustards, 50 

—- — in mental disorders, 622 

Haemochromatosis of central 
nervous system, 424 

Haemoconcentration after elec- 
trically induced convulsions in 
man, 431 

Haemoglobin, 
260* 

—-—, Haldane standard com- 
pared with iron and gaso- 
metric estimations, 38 

— formation, effect of secondary 
liver extract on, 63 

— in experimental lead poison- 
ing, 359 

—., intraperitoneally injected, in- 
tracellular digestion of, and 
renal athrocytosis, 195 

Haemoglobinuria, relation to 
anuria in blackwater fever, 106 

—with chronic haemolytic 
anaemia, 284 

Haemophilia, antihaemophilic 
clot-promoting principle in 
normal human plasma, assay 
of, 285 
—, clotting defect in; deficiency 
in plasma factor required for 
platelet utilization, 65 

Haemophilus ducreyi, virulence 
and antigenicity, 420 

Haemorrhage, subarachnoid, 
spontaneous, of aneurysmal 
origin, prognosis of, 649 

—,-—, with symptoms of par- 
tial occlusion of spinal sub- 
arachnoid space, 425 

Haemorrhagic diseases, 64-5, 
284-5 

— syndromes, study of, in 114 
patients, 64 

Haemosiderosis, idiopathic pul- 
monary, 628 

Haemostasis tests, critical study 
of, 64 

Hair loss in neoprene manufac- 
ture, 565 

Hair-waving, permanent, effect 
of ammonium thioglycolate on 
skin in, 524 

Haldane haemoglobin standard 
compared with iron and gaso- 
metric estimations, 38 

Hallucinations in children, 317 

—, visual, in epilepsy, 315 

Hands, infected, epidemiological 
study of, 455 

Harper and Cawson effect in 
prevention of bacterial growth 
by sulphonamides, 137 

Harrison’s grooves, significance 
of, 159 

Harris’s ‘ciliary neuralgia”’, 
treatment by oral ergotamine 
tartrate, 424 

Hay-fever, treatment by neo- 
antergan, 497 

Head injury, alcohol and abnor- 
mal behaviour following, 363 


determination, 
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Headache, “ histamine ’’, treat- 
ment by oral ergotamine 
tartrate, 424 

—, treatment by E.C.110, 533 

—, — — sodium nicotinate, 316 

Heart, adult human, vestigial 
valves and interatrial foramen 
of, 343* 

— arrest caused by glosso- 
pharyngeal neuralgia, 394 
—, auricle, function of, kymo- 
graphic ‘studies of, 394 

—, ball thrombus of, 617 

— block, cardiac conduction of, 
morphology, 395 

—-—, complete and coexisting 
auricular fibrillation, 275 

——, paroxysmal, in bundle- 
branch block, 55 

— —, radiological demonstra- 
tion of calcification of inter- 
ventricular septum in, 26 

—, bundle-branch block, cardiac 
conduction of, morphology of, 


95 

—, cardiovascular response to 
posture, 232 

—, catheterization in patent 
interauricular septum, primary 
pulmonary _ hypertension, 
Fallot’s tetralogy, and pul- 
monary stenosis, 56 

—, changes in uraemia, 85 

—, coronary lesions in acute 
rheumatism, 559 

—, dilatation in undernourished 
children, 274 

—,—, radiological differentia- 
tion from pericardial effusion, 
26 


— disease, adreno-sympatho- 
genic, neuro-hormonal factors 
in pathogenesis and treatment, 
616 


—-—, beriberi, course of, in 
prisoners of war in Japan, 
612 

— —, congenital, blood volume 
in, 57 

—-—,-—, cardiac  catheteriza- 
tion in 56 

——,—, cyanotic types of, 
arterial oxygen saturation in, 
615 

——., effect of exercise on 
cardiac output and pulmonary 
arterial pressure in, 273 

renal plasma 
flow and filtration rate in, 309 

——, rheumatic, prognosis of 
pregnancy in, 275 

——, treatment by production 
of myxoedema with radio- 
active iodine, 395 

—disorders, 54-8, 165-7, 
273-7, 394-5, 502-3, 614-9 

—, effect of irradiation on, in 
frog, 476 

—,— — marked hypokalaemia 
in prolonged diarrhoea on, 495 

—,— — quinidine sulphate on, 


2 

—, — — sulphonamides on, 21* 

— efficiency, influence of hypo- 
tension on, 568 

— failure, congestive, cardiac 
output in, 502 

——,-—, chronic, behaviour of 
venous pressure during various 
stages of, 502 

——,—, efficiency of main- 
tenance doses of digitalis in 
preventing recurrence of, 54 

—-—, —, renal plasma flow and 
sodium reabsorption and ex- 
cretion in, 274 

— —, —, treatment by Schemm 
regimen, 619 

——, hypertensive, tetraethyl 
ammonium bromide in, 167 

—, fibrillation, chronic auricular, 
treatment with quinidine sul- 
phate, 56 


Heart, hypertrophic, micrometric 
and histological analysis of, 36 

— in normal infancy and child- 
hood, 387 

— — rheumatoid arthritis, 87 

—, interauricular septum, patent, 
cardiac catheterization in, 56 

—, interventricular septum, in- 
farcted, perforation of, 681 

—, intracardiac catheterization, 


344 

—, left auricle, mass thrombus 
of, 617 

—,— border of, reliability of 
percussion of, 502 

—, mechanical, 614 

—, mitral stenosis, develop- 
ment of, 276 

—,— —, electrocardiogram in, 
276 

— murmurs in infancy, 159 

—, myocardial infarction, treat- 
ment by combined heparin- 
dicoumarol, 277 

—, output of creatinine and 
histamine, effect of digitoxin 
on, 351 

—, — —, effect of endocrines on, 
in dogs, 233 

—,— —, — — exercise on, 273 

—,—--,in congestive heart 
failure, 502 

—, oxygen metabolism, effect of 
nikethamide on, II 

—, pain in, relief of, 277 

—, precordial systolic murmurs, 
incidence of, in normal infants 
and children, 387 

—, pulsation of, recording by 
fluorocardiography, 275 

—, rheumatic stigmata in the 
apparently non-rheumatic, 223 

—, right, hypertrophy of, com- 
parison of endocardiac poten- 
tials with oesophageal electro- 
cardiogram in, 614 

—,— ventricular hypertrophy, 
electrocardiographic diagnosis 
of, 165 

— rupture following acute myo- 
cardial infarction, 166 

—, septal anastomoses, 274 

— shadow, differential diagnosis, 
27 

— sound, first, in auricular and 
ventricular extrasystoles, 55 

—, temporal relation between 
contraction of right and left 
sides of, 122 

—, tumours, secondary malig- 
nant, of, 483 

—, venous drainage of, 122 

—, ventricular aneurysm, electro- 
cardiographic patterns of, 277 

Heat exchanges of acclimatized 
men in hot environments, 
effect of clothing, work and 
air movement on, 234 

Heating, domestic, factors af- 
fecting, 225 

Heberden’s nodes, x-ray and 
clinical appearance of, 421 

Helminth infections, 222-3, 
333-5, 558 

Henoch-Schoenlein syndrome of 
vascular purpura, 285 

Heparin and dicoumarol in 
treatment of myocardial in- 
farction, 277 

—, intrathecal, and _strepto- 
mycin in treatment of tuber- 
culous meningitis, 663 

—, intravenous injection, filtra- 
tion and tubular secretion in 
kidneys after, 466 

—, similarity of clotting in- 
hibitor to, in acute leukaemia, 
626 

— tolerance test, response of 
persons with and _ without 
intravascular thrombosis to, 


504 
— treatment of meningitis, 201 


Heparinaemia, increased, in 
oestrogenic cholinergic states, 
significance of, 626 

— in dogs with haemorrhagic 
tendency after total body 
exposure to % rays, 144 

** Heparinocytes ”’, possible 
identity of basophilic leuco- 
cytes with, 627 

Hepatitis, chronic, treated with 
methionine and choline, 183 

—, diagnosis by histological and 
functional laboratory methods, 
408 

—, homologous serum, prophy- 
laxis by immune serum globu- 
lin, evaluation, 541 

—, infective, epidemic, late mani- 
festations of, 541 

—,—, experimental, changes in 
serum proteins in, 656 

—,—, heterophile antibody ag- 
glutination and Kahn tests in, 
657 

—, —, homologous serum type, 
causing gynaecomastia, 73 

—, —, in West Africa, 433 

—,—, late residua of, 542 

—,—, methionine therapy in, 
207 

—, —, oestrone clearance test in, 


2 

value of thymol turbidity 
test in, 261 

—, occurrence in _ infectious 
mononucleosis, 335 

—, toxic, with ascites, aetiology 
of” f, 373 

_, — —, experimental, his- 
tological changes i in liver in,373 

Hepato-renal enzyme systems in 
experimental liver cirrhosis, 
183 

Herpes simplex, virus of, general- 
ized infection with, 208 

— zoster, rarer manifestations 
of, 206 

“ Hetrazan”’, pharmacodyna- 
mic properties of, 241 

Hexachlorocyclohexane, see 
‘“*Gammexane ”’ 

Hexaethyl tetraphosphate in 
treatment of myasthenia 
gravis, 427 

— —, pharmacology of, 464 

Hexoestrol glucuronide, isola- 
tion and properties, 521 

Histadyl ”’, see Thenylene ” 

Histamine, action on human 
biliary passages, radio-mano- 
metric study of, 519 

—, effect of treatment in diseases 
of the skeletal system, 530 

—, — on vital capacity of asth- 
matics, 162 

— headache, see Headache 

— introduced by electrophoretic 
technique, response of skin to, 


303 

— output of isolated heart, effect 
of digitoxin on, 351 

— reaction due to p-tubocurarine 
hydrochloride, 12 


— toxicity, possible antagonism 


of gold for, 312 

Histaminolytic activity of skin 
extracts, 272 

Histio-haemic barrier, penetra- 
tion by antibiotics, 18 

Histoplasmin sensitivity and 
intrapulmonary calcification, 
177 

Histoplasmosis in ulcerative dis- 
ease of mouth and pharynx, 
diagnosis of, 447 

Hodgkin’s disease, bone marrow 
in, 171 

— —, cerebral manifestations of, 


535 
——, manifestation of reti- 
culo-endothelial disease, 510 
——, treatment by nitrogen 

mustards, 281 
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Holarrhene, see Conessine 

Hormones, adrenal cortex, assay, 
comparison of liver glycogen 
deposition and work perform- 
ance tests in, 298 

—, growth, effect on rats thyroi- 
dectomized on day of birth, 
296* 

—,—, production of ketosis by, 
300 

— production in zona glomeru- 
losa of adrenal cortex, cessa- 
tion of, after prolonged ad- 
ministration of desoxycortico- 
sterone acetate, 297 

—, role in treatment of obesity, 


61 

-, om and thyroid, effects on 
ageing in female rats, 350 

—, —, effect on activity of serum 
cholinesterase, 636 

—,—, —— growth of 
worms, 333 

—,—, in male, effects of starva- 
tion on, 521 


tape- 


—,—,— treatment of rheu- 
matic conditions, 421 
—,—, subcutaneous implanta- 


tion of, in treatment of rheu- 
matism, 421 

Horton’s ‘“‘histaminic cephal- 
algia’”’, treatment of, by oral 
ergotamine tartrate, 424 

Hunger oedema in children, 607 

Hyaluronidase content of sperm- 
atozoa, viscosimetric deter- 
mination, 127 

—, inhibition in vitro by sali- 
cylates, failure of, 128 

—, liberation from testes homo- 
genate and spermatozoa in the 
rat, 127 

—, skin-diffusing activity of, 
antihistamine effect of sodium 
salicylate and, 128 

Hydrazoic acid, toxicity of, 361 

Hydrocarbon-cholesterol pellets, 
implantation in mice for pro- 
duction of subcutaneous sar- 
coma, 34 

Hydrocarbons, action on mito- 
chondria of liver cells, 379 

Hydrochloric acid, secretion of, 
inverse relationship to gastric 
carbon-dioxide tension, 8 

Hydrogen peroxide, glycerite of, 
bacteriotoxic action of, com- 
parison with mercurial solu- 
tions, 155 

Hydronephrosis, radiological 
classification of, based on 
anatomical variations, 593 

Hydroxynaphthoquinones, in- 
fluence on parasite—host inter- 
play between Plasmodium 
gallinaceum and the chicken, 


557 

Hydroxytyramine, see Adren- 
aline 

Hygiene, 1-4, 113-7, 
337-41, 449-55, 561-5 

Hymenolepsis diminuta, see Tape- 
worms 

Hyperalgesia, cutaneous, related 
reactions to, 573 

Hypercalcaemia, prolonged, fol- 
lowing use of vitamin D in 
treatment of rheumatoid 
arthritis, 312 

Hyperlipaemia, idiopathic fami- 
lial, attended with hepato- 
splenomegaly, 613 

Hyperostoses, infantile cortical, 
610 

Hyperproteinaemia, fractiona- 
tion of plasma proteins in, 


225-30, 


260 
Hyperprothrombinaemia induced 
by vitamin K, 398 ; 
Hypersplenism, granulocytopenic 
and lymphocytopenic, with 
atrophic arthritis, 86 
—, pathology of, 480 
*** 
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Hypertensin, activation by sub- 
threshold amounts of adren- 
aline, 278 

Hypertensinase, 
on, 168 

Hypertension, 277-80 

—, aetiology, 505 

— after bilateral nephrectomy 
in the rat, 60 

—, anoxaemia in, 395 

—, arterial, pathogenesis, role 
of disturbances of renal cir- 
culation in, 396 

—, benign, duration of life in, 


plant, studies 


279 

—, blood-letting in, complica- 
tions of, 60 

—, cerebral, regional, changes in 
pressure in temporal artery in 
relation to, 397 

—, chronic, experimental, struc- 
tural changes in kidneys in, 


—, diastolic, pathogenesis of, 
279* 

— due to blast in Texas City 
disaster victims, 168 

— —w— circulating adrenaline, 
test for, 59 

—, early stage of, alterations of 
cerebral capillaries in, 256 

—, effect of continued  ad- 
ministration of desoxycorti- 
costerone on, 619 

—, — — “ dibenamine ”’ on, 355 

—, essential, adrenal cortex in, 
167 

—,—, chemotherapy of, 59 

—,—, cutaneous arterioles in, 
278 


7 

—,—, histological lesions of 
adrenal glands in, 505 

—,—, renal resistance in, re- 
lation to effect of sympathec- 
tomy on blood pressure, 278 

—,—, treatment with vitamin 
K, 168 

—, —, variation in casual, basal 
and supplemental blood pres- 
sure in, 617 

—, haematopoiesis in, 395 

—in the aged, dynamics of, 
effect of arteriosclerosis on, 396 

—, juvenile, 160 

—, lesions in elastic arteries 
associated with, 255 

—, malignant, arterial throm- 
bosis in, causing aseptic 
necrosis of pancreas, 481 

—,—, treatment by splanchnic 
resection, 505 

—, possible hormonal aetiology 
of, 520 

—, relation of sodium chloride 
to, 60 

—,-—to nephrosclerosis, and 
role of high-protein diet in 
aetiology of, 620 

—, renal, adrenal cortex in, 167 

—,—, experimental effect of 
pneumonectomy and of lung 
extract on, 504 

—,renin-hypertensin hypothe- 
sis for, limitations of, 506 

—, — in blood in, in rats, 278 

—., response to adrenaline in, 504 

—, severe, in young persons, 167 

—, surgical treatment, 505 

—, sustained, with coexistent 
pheochromocytoma, in adrenal 
gland and _ retroperitoneal 
space, 620 

—, sympathectomy for, effect 
of tetraethylammonium chlor- 
ide on blood pressure before 
and after, 280 

—, transient cerebral paralysis 
in, 649 

—, treatment by 
diet, 55 

—, — — potassium thiocyanate, 
occurrence of osteoporosis 
during, 620 


low-sodium 


Hypertension, treatment by re- 
peated administration of 
tetraethylammonium chloride, 
variations in response, 279 

—, — — rice diet, 277 

—,— — sympathectomy, blood 
volume changes after, 620 

—, — — tetraethylammonium 
bromide, 167 

—, vascular proliferations in 
sympathetic ganglia in, 150 

—, ventricular deflections of 
electrocardiogram in, effect of 
potassium on, 504 

Hyperthyroidism, cytochemical 
study of adrenal cortex in, 411 

—,effect of treatment on 
specific renal functions in. 296 

—, — onneuromuscular atrophy 
and regeneration, 294 

—, muscular dystrophy in, 294 

—, prolonged treatment with 
thiourea and iodine, 185 

—, treatment with vitamin A, 75 

Hyperventilation, clinical symp- 
tomatology of, 67 

Hypoglycaemia, 
1(+-)glutamic acid in, 53 

—., idiopathic, 
infant due to, treatment of, 
with alloxan, 385 

—in insulin shock therapy, 
gastric secretory response in, 
289 

—, insulin, as cause of eosino- 
penia, 622 

—,—, effect on reactivity of 
sympathetico-adrenal system, 


573 
Hypokalaemia in prolonged diar- 
rhoea, possible effect on heart, 


495 

Hypophysectomy, influence on 
fat content of liver, in dog, 523 

Hypophysis, see Pituitary 

Hypoproteinaemia, blood picture 
in, relation to amino-acids, 508 

—, disappearance of Congo red 
from blood in, 37 

Hypotension, influence on coro- 
nary blood flow, cardiac work 
and cardiac efficiency, 568 

—, postural, study of circulation 
in, with aid of tagged erythro- 
cytes, 505 

Hypothalamus, disorders of, 
positive and negative aspects 
of, 91 

Hypothyroidism, cytochemical 
study of adrenal cortex in, 411 

—, effect on neuromuscular atro- 
phy and regeneration, 294 


Ice-cream, bacterial quality, 3 

Icterus, see Jaundice 

Immobilization, effect on meta- 
bolic and physiological func- 
tions, 49 

Immunity, 43-4, 158, 264-5, 
383-4, 606 

—, artificial, to common cold, 
production of, 319 

— reactions in vivo, dynamics 
and mechanism of, 40 

—, serological duration after in- 
jection of combined diphtheria 
and tetanus toxoids contain- 
ing H. pertussis vaccine, 337 

Immunization, lymphoid tissue 
in course of, in animals, 254 

Inclusion bodies in organs of 
infants, 35 

Industrial medicine, 3—4, 116- 
7, 227-30, 340-1, 454-5, 564-5 

— toxicology, 22—4 

Infants, blood pyruvic acid level, 
significance, 268 

—, cardiac murmurs in, 159 

—, diabetes mellitus in, 160 

—, empyema in, clinical 
statistics, 1931-47, 268 


effect of 


convulsions in 


685 


~ 


Infants, empyema in, treatment 
by penicillin, 267 

—, inclusion cells in organs of, 35 

—, isoleucine requirement of, 
125 

—, malaria in, relation of Plas- 
modium falciparum and Ano- 
pheles gambiae to, 218 

—, newborn, breast feeding of, 
influence of some factors on, 
608 

—,—, control of air-borne in- 
fection in nursery for, 609 

— —,oral administration of 
penicillin to, 607 

physiological jaundice of, 

5 


—, —, plasma proteins in, 493 

—,—, resistance to anoxia, 608 

—,—, respiratory difficulty in, 
due to receding chin and 
glossoptosis, 610 

—,—, suppurative meningitis 
in, due to coliform bacilli, 267 

—, pellagra in, 612 

—, premature, feeding of, twenty 
years’ experience of, 266 


—,—, oral administration of 
penicillin to, 607 

—,—, serum cholesterol level 
in, 236 


Infection, air-borne, control in 
nursery for young infants, 609 

—, amoebic, natural, in labora- 
tory rodents, 446 

—, cellular, initiation by in- 
fluenza and related viruses, 205. 

—, effect on protein catabolism 
in uraemia, 309 

—, enzymatic processes in, 43* 

—, generalized, with virus of 
herpes simplex, 208 

—, intestinal, sulphonamides as 
chemotherapeutic agents in, 


584 

—, mycobacterial, new, in man, 
605 

—, natural resistance to, effect 
of nutrition on, 349 

—, pneumococcal, treatment of, 
by penicillin, effect of length 
of interval between doses on, 
357 

—, response to, nutritional sta- 
tus and, 368 

—, reticulo-endothelial cells re- 
acting to, 145 

—, streptococcal, efficacy of 
single and divided doses of 
penicillin in treatment of, 357 

—, —, local, mechanism of topi- 
cal effect of penicillin G in, 
583 

—,—, treatment by penicillin, 
time-—dose relationships in, 580 

—, treatment by irijection of 
leucocytosis-promoting factor 
of exudates, 368 

Infectious - diseases, 94-112, 
205-23, 319-36, 432-48, 541- 
9, 655-72 

—-—, acute, thymol turbidity 
test in, 485 

— —, disposition to, influence 
of thyroid gland on, 120 

— —, serum proteins in, 205 

Influenza A and B, vaccination 
against, comparison of vac- 
cines in, 452 

— — epidemics in a rural popu- 
lation, 226 

— —, inadequate protection by 
influenza virus vaccine, 114 

—-—jin a vaccinated popula- 
tion, 113 

— antibodies in children, natural 
incidence of, 432 

infants and 
after vaccination, 432 

— B, localized outbreak pre- 
ceding 1945 epidemic, 562 

—, encephalitis following, patho- 
genesis, 482 


children 


—| § 
| 
| 
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Influenza, epidemic, serological 
diagnosis by complement- 
fixation reaction, 94 

—, —, vaccination against, eval- 
uation in man, 454* 

— in the army, epidemiological 
and laboratory aspects, 340* 
—, serological studies, comple- 
ment fixation and mouse pro- 

tection tests in, 262 

, swine, increased suscepti- 
~ bility of mice to, as result of 
methionine injections, 379 

—, vaccination against, results 
in industry during 1947 epi- 
demic, 565 

— virus, demonstration of one- 
step growth curves of, 42* 

—-—-, inactive, serological re- 
sponse to intranasal admini- 
stration in children, 43 

—— infection, prevention with 
enzyme of V. cholerae, 379 

— —, inhibition of multiplica- 
tion by tannic acid, 489 

—-—, initiation of cellular in- 
fection by, 205 

isolation and _ identifica- 
tion of strains in 1945 epi- 
demic, 379 

—_-—, newly isolated strains of, 
vagaries of agglutination- 
inhibition reaction, 154 

— — receptors, destruction by 
enzyme from V. cholerae, in 
mouse lung, 378 

— — vaccination, effect in in- 
fants and children, 432 

— — vaccine, inadequate against 
influenza A, 114 

Insecticides and repellents, 24, 
142-3, 247-9, 361-2, 587 

—, evaluation as chemothera- 
peutic agents against external 
blood-sucking parasites, 247 

Insects, parasitic, 671 

Insulin, action of chymotrypsin 
and trypsin in, 53* 

— coma in treatment of psy- 
choses, 540 
—, effect on protein storage, 
501 

—,— — vitamin C metabolism, 
347 

—, hypoglycaemia as cause of 
eosinopenia, 622 

—-—, effect on reactivity of 
sympathetico-adrenal system, 


573 

--, influence of large doses on 
suprarenal medulla of rabbits, 
162 

inhibition of 
schizophrenia, 653 

—., intravenous, effects in hypo- 
glycaemic-shock treatment of 
schizophrenia, 93 

—, mixed soluble and protamine 
zinc, in treatment, of diabetes 
mellitus, 501 

—, pure, preparation and pro- 
perties, 53* 

— shock therapy, see Shock 
therapy 

—, variables affecting the assay, 
51* 

Intelligence and emotional stab- 
ility, 317 

_—, Rorschach indicators of, in 
neurosis, 429 

Interventricular septum, calcifi- 
cation in heart-block, radio- 
logical demonstration of, 26 

Intestines, 71-2, 182-3, 290-2, 
4095-7, 516-7 

—, bacterial flora, changes 
during prolonged oral penicil- 
lin administration, 581 

—,—-—, pathogenic, differen- 
tial inhibition and coliform 
bacilli, 264* 

—, injury after irradiation of 
female genitalia, 592 


action in 
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Intestines in salmonella infec- 
tion, morphology in guinea- 
pigs and mice, 373 

—, irrigation, renal insufficiency 
treated by 310* 

—, —, uraemia treated by, 310 

—, location of Diphyllobothrium 
latum in, 222 

—, myiasis, 40 

—,small, deficiency pattern, 
non-vitamin factors in pro- 
duction of, 407 


—, —, haemangioma in associa- 
tion with intussusception, 151 
—,—, histological changes in 


disturbances of fat absorption, 
6 


—, —, sensitivity of, 235 

—,—, ulcers due to arterial 
necrosis, 291 

—, —, xanthomatosis of, 36 

“Intracillin’’, see Penicillin— 
adrenaline—oil emulsion 

Intussusception in association 
with haemangioma of small 
intestine, 151 


“Inulin clearance ratios, exo- 


genous, depression by dio- 
drast and /-aminohippuric 
acid, 600 

Iodide concentrating mechanism 
of rat thyroid and inhibition 
by thiocyanate, 296 

Iodine and thiourea, prolonged 
treatment of hyperthyroidism 
with, 185 

_, radioactive, accumulation by 
thyroid gland and effect of 
thiocyanate on its discharge, 
295 

—,—, myxoedema produced by, 
in treatment of heart disease, 


395 

—, —, partial destruction of rat 
thyroid with large doses of, 
185 

—, —, urinary excretion in thy- 
roid disorders, 75 

—,—, use in determination of 
relative activities of anti- 
thyroid compounds, 295 

—,—,—— study of thyroid 
function, 74 

2-lodohexamidine, antibacterial 
action, 577 

Iron absorption from beef by 
women, 459 

— oxide, saccharated, in treat- 
ment of refractory  iron- 
deficiency anaemia, 511 

—-— dust, experimental pro- 
duction of lung shadow by 
inhalation of, 3 

—, serum, in normal women, 345 

— utilization in hypochromic 
anaemia, effect of p-amino- 
benzoic acid on, 235 

Irradiation, ultraviolet, effective- 
ness for underground workers, 


455 
Irrigation, peritoneal, in uraemia, 


529 ; 
Ischaemia, effect on painful 


joints, 421 
—, myocardial, acute, clinical 
electrocardiographic charac- 


teristics of, 395 
Islets of Langerhans, see Lang- 
erhans 
Isoagglutinins in cord blood, 586 
Isonipecaine, see Pethidine 


Jaundice diagnosis, accuracy of, 


7 
—, —, differential, liver function 
tests in, 261 
_, —, haemolytic, congenital, 512 
_—— pathogenesis of 
te haemolytic crisis 400 
—,—, pathogenesis, 173 


Jaundice, homologous serum, 
prevention by ultraviolet 
irradiation of plasma, 24 

—in newborn, neurological 
manifestations of, 534* 

— — therapeutic and natural 
malaria, 107 

—, physiological, of newborn, 
factors concerned in, 385 

—, recurrent, chronic porphyria 
associated with, 500 
—, retention, chronic, in elderly 
patients, 73 

—, serum iron and prothrombin 
values in, 519 

-_, vitamin A content of liver 
and adrenals in, 253 

Jejunitis acuta phlegmonosa, 
x-ray diagnosis, 366 

—, necrotizing, clinical features, 


291 

Joint changes after injection of 
typhoid somatic antigen, 149 

— lesions in brucellosis, radio- 
logical features of, 216 

— — — leprosy, 657 

—, painful, effect of ischaemia 
on, 421 

Jurisprudence, medical, 363- 
4, 588-9 


Kahn test in viral hepatitis, 675 

— —, reaction with cardiolipin 
antigen compared with Kahn 
antigen in, 526 

Kala-azar, see Leishmaniasis, 
visceral 

Karyolysis of malignant epithe- 
lial neoplasias, 374, 375 

Keratosis blennorrhagica, 642 

Kernicterus, pathology, 647 

Ketosis, production by growth 
and adrenocorticotropic hor- 
mones, 300 

17-Ketosteroids, urinary excre- 
tion in oligophrenia, correla- 
tion with necropsy findings, 


298 
Kidneys, acid-base balance regu- 
lation by, 126, 127 
— and regulation of blood sugar, 


393. 
—, artificial, development of, 


195 

—, blood circulation in, dis- 
turbances of, role in patho- 
genesis of arterial hyper- 
tension, 396 

—, calcium oxalate sclerosis of, 
with uraemia, 643 

—, complications during  sul- 
phonamide therapy, 643 

—, concentrating ability of, 
Addis—Shevky test for, 643 

— disease, functional patterns 
in, 195 

— excretion of mepacrine by, 
107 

—, — — potassium by, 461 

—, — tetraethylammonium 
ion by, 130 

—,—- titratable acid by, 
factors affecting, 127 

—, filtration and tubular secre- 
tion of heparin by, after intra- 
venous injection, 466 

—,—, rate of, effect of exercise 
in normal and cardiac sub- 
jects, 309 

— function, effect of desoxy- 
corticosterone acetate on, 520 

—-—in adrenal insufficiency, 
635 

—-— hyperthyroidism and 
myxoedema, effects of treat- 
ment on, 296 

— — — liver cirrhosis, effect of 
intravenous injection of con- 
centrated human serum albu- 
min on, 293 


Kidneys, function tests, triticin 
as clearing substance in, 39 
—, functional and _ histological 

changes in, in pulmonary 
suppuration, 177 
—, glomerular filtration rate, 
effective blood flow and maxi- 
mal tubular excretory capacity 
in infancy, 160 
—, hydronephrosis, see Hydro- 
nephrosis 
—, injury, comparison of effects 
of pyridine and methyl pyri- 
dinium chloride in the rat, 73, 
—,— due to exposure to cad- 
mium and nickel dust, 141 
— —, effect of methionine on, 72 
—, insufficiency of, treatment 
' by continuous lavage of small 
intestine, 310* 
— manifestations of 
arteritis nodosa, 309 
—, nephrectomy, bilateral, in 
rat, hypertension following, 60 
-, nephritis, see Nephritis 
—, nephron, automatism of, 196 
—, nephrosis, see Nephrosis 
oa "pelvis, effect of pressure in, 
on raising blood pressure, 529 
—, plasma flow in, and sodium 


reabsorption and excretion in - 


congestive heart failure, 274 

—,——-—, effect of exercise 
on, in normal and cardiac 
subjects, 309 

— resistance in essential hyper- 
tension, relation to effect of 
sympathectomy on blood pres- 
sure, 278 

—, role in fat metabolism, 572 

—, sclerosis, relation to hyper- 
tension, 620 

—, structural changes in experi- 
mental chronic hypertension, 
370 

—, sulphonamide complications 
in, role of liver in, 293 

—, tuberculosis, toxic effects of 
massive doses of vitamin D, 
in, 195 

—,—, treatment with chaul- 
moogra oil and streptomycin, 
105 

—, tubular of potas- 
sium by, 4 

King operation for oxycephaly 
with optic atrophy, 609 

Kline antigen, slide tests with, 
evaluation of, 418 

“ Krisid”’, toxicity after repeated 
application, 340 

Kveim reaction in sarcoidosis, 
304, 325, 510 

Kwashiorkor, see Malnutrition, 
malignant 

Kyphosis, juvenile, relation of 
congenital extradural medul- 
lary cysts to, 650 


Labyrinth, relation to autonomic 
nervous system, Io 

Lacrimators, inhibition of thiol 
enzymes by, 584 

Lactation, influence of some 
factors on, 608 

Lactobacillus casei factor, action 
on man, 29 

paroxysmal auricular tachy- 
cardia, 56 

Langerhans, islets of, effect of 
alloxan on f-cells of, 35 

—,—-—, lesions in fibrocystic 
disease of pancreas, 601 

Larynx, tuberculosis, strepto- 
mycin and chaulmoogra oil 
treatment, 324 

—,—, streptomycin treatment, 
325 

Laségue’s sign, mechanism of 
origin, 424 
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thyrism, 52, 246 
isolation and char- 
acteristics, 133 

Lead, determination in freshly 
voided urine, 142 
— encephalopathy, sodium ci- 

trate in treatment of, 140 
—poisoning, experimental, 
haemoglobin and cytochrome 
C metabolism in, 359 
——,porphyrinuria as first 
symptom of,” 
— —,— in, in dogs, 473 
Learning, effect of aneurin on, 


in Cl. oedematiens 
and Cl. sordellii toxins, identi- 
fication and immunological 
relations, 604 

—, Cl. welchii, enzymic speci- 
ficity of, 604 
Leishmania donovant, growth in 

tissue culture, 383 

— infantum, action in vitro of 
aromatic diamidines on, 668 

Leishmaniasis, 330-1 

—,canine, autochthonous, in 
Paris region, 331 

—, cutaneous, American, 331 

—,—, in guinea-pigs, 445 

—,—,late stages, treatment 
with acriquine ”’, 330 

—, visceral, diagnosis, compara- 
tive merits of sternum, spleen, 
and liver punctures in, 553 

—, —, infantile, treatment with 
stilbamidine, 331 

—,—, Mediterranean, diagnosis 
by detection of leishmania in 
nasal mucosa, 553 

—,—, outbreak in Calcutta, 554 

—,—, pancytopenia of, 446 

—, —, penicillin treatment, 110 

Leprosy, acute reactions, ‘‘ ben- 
adryl”’ treatment, 545 

—, bone and joint lesions in, 


—, calciferol treatment, 657 

—, chemotherapy, 436 

—, erythema nodosum in, 98 

—, streptomycin treatment, 657 

Leptazol therapy, 5 years after, 
204 

Leptospirosis pomona in Italy, 
217 

—, survey of, 552 

isoLeucine requirement of in- 
fants, 125 

Leucocytes, basophilic, possible 
identity with ‘“ heparino- 
cytes 627 

—,toxic-reactive nuclear 
changes in, 343 

Leucocytosis-promoting factor of 
exudates, effect when injected 
in connexion with inflamma- 
tion, 368 

Leucotomy, prefrontal, 204, 431 

—, —, effect on autonomic ner- 
vous system, 10 

—, —, in chronic schizophrenia, 
654 

—, gastric secretion in, 70* 

—,—, personality change and 
prognosis after, 540 

Leukaemia, 65, 171-2, 400-1, 
625-7 

—, acute, clotting inhibitor in, 
similarity to heparin of, 626 

—,—, remissions in, 401 

—, —, treatment by exsanguina- 
‘tion-transfusions, 401 

—,—,—— repeated trans- 
fusions and penicillin, 401 

—, anaemia in, nature of, 627 

—, blood cells of, culture in 
vitro, 597, 598 

—, effects of radioactive sodium 
on, 627 

—, leucocyte count in, effect of 
p-aminobenzoic acid on, 400 

—, lymphatic, familial ‘ lym- 
phatic reactions ”’ in, 65 
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Leukaemia, lymphatic, inhibit - 
ing effect of ethyl urethane 
on development of, 147 

—, lymphoid, spontaneous, re- 
sponse to injection of adrenal 
cortical extracts, 148 

—,-—, transplantable acute, 
effect of urethane on, 147 

—, megakaryocytic, acute, 282 

—, monocytic, skin lesions of, 
281 

—, myelogenous, chronic, treat- 
ment with radioactive phos- 
phorus, 509 

—,treatment by folic acid 
derivatives, 626 


—, — — nitrogen mustards, 508, 
627 
—,—-— urethane, effects of, 


GS, 271, 872, 625 

Leukosis, fowl, nitrogen mus- 
tards in, 149 

—, myelogenous, chronic, radio- 
therapy, 172 

—, treatment by drip trans- 
fusions of concentrated ery- 
throcyte suspensions, 398 

Lewandowsky-Lutz, epidermo- 
dysplasia verruciformis of, 639 

Lice, body, toxicity of indandione 
for, 247 

—, effect of DDT and phenyl 

cellosolve on, 587 

—, head, treatment with MYL 
and DDT louse powders and 
NBIN emulsion, 361 

—,—, use of DDT and “ gam- 
mexane ”’ against, 339 

—, infestation by, public health 
problems of, 209 

Lichen planus, atypical, 524 

—-—,—,due to suppressive 
mepacrine therapy, 303 

Life, duration of, in hypertensive 
vascular disease, 279 

Light, induction of epilepsy by 
intermittent rhythmical stimu- 
lation by, 651 

Linadryl’”’, clinical investiga- 
tion as antihistamine agent, 
498 : 

Lipase, action of alkyl fluoro- 
phosphonates on, 240 

—, demonstration in bacteria 
and true fungi by staining 
methods, 379 

—, inhibitory effect on bacteria 
in media containing fatty acid 
esters, 263 

Lipid, emulsified, absorption of 
orally administered, in children 
in health and with steator- 
rhoea, 386 

— from ox brain, serological 
differentiation, 606 

—, plasma, effect of thyroid- 
ectomy and thiouracil on, 


295 

— quotients of serum in liver 
disease, 487 

Lipocaic, experimental study on, 


4 
_Lipodieresis in liver tissue of 


depancreatized dogs, 253 

Lithium stibiothiomalate, see 
** Anthiomaline ” 

Livedo reticularis following 
tuberculous phlebitis as aller- 
gic manifestation of tubercu- 
losis, 302 

Liver, 72-3, 183-4, 292-3, 407- 
8, 517-9 

— abscess, localization, factors 
determining, 255 

—., alkaline phosphatase, in liver 
and in bone diseases, 260 

—, anti-pernicious anaemia fac- 
tors from, purification of, 511 

— biopsy in diagnosis of hepa- 
titis, 408 

—, bound aminoazo dyes in, of 
rats fed p-dimethylaminoazo- 
benzine, 149 


Liver, bromsulphalein-retention 
test, effect of surgical opera- 
tions on, 600 

—,catalase and arginase 
activity in benign and malig- 
nant gastric lesions, 33 

— cell, metabolism in experi- 
mental cirrhosis, 183 

— —, mitochondria of, action of 
hydrocarbons on, 369 

—-—, reaction to shock and 
chronic malnutrition, 518 

— changes in rheumatic fever, 36 

— cirrhosis, alcoholic, use of 
interval needle biopsy and 
liver function tests in, 518 

—, —, ascites in, osmotic factors 
affecting formation of, 293 

—, —, blood flow in, 293 

—, —, effect of intravenous in- 
jection of concentrated human 


serum albumin on _ blood 
plasma, ascites and _ renal 
functions in, 293 

—,—, experimental, hepato- 


renal enzyme systems in, 183 

—,—, hepatic blood flow and 
hepatic venous oxygen con- 
tent in, 293 

—, —, high fluid intake and low 
sodium acid-ash diet in, 183 

—, —, induced, effect on repro- 
ductive system in male rat, 72 

—,—, Laennec, role of angio- 
genesis in its histiogenesis, 600 

—,—, methionine treatment, 
histological liver changes fol- 
lowing, 183 

—,—, prevention by choline, 
523 

—, —, prognosis, significance of 
ascites in, 634 

—,—, severe tolerance to intra- 
venous protein hydrolysate in, 
292 

-—,—, treatment by concen- 
trated human serum albumin, 
519 

—,—, — — lipotropic sub- 
stances, efficacy of, 407 

—, —, — — testosterone pro- 
pionate, 183 

—,—, and vascular lesions, 292 

— constituents, effects of 
chronic DDT intoxication on, 


143 

— damage due to gonorrhoea, 83 

— — in acute malaria, 219 

— —, plasma disappearance rate 
,of pLt-methionine in, 73 

— disease, blood serum in, lipid 
quotients of, 487 

— —, diagnostic significance of 
variations in serum proteins 
in, 634 

— —, fatty, in infants, 517 

— —, nicotinic-acid tolerance 
test in, 376 

— —, relation to pellagra, 293 

— —, serum iron and prothrom- 
bin values in, 519 

— —, — proteins in, 518 

—-—,thymol turbidity test, 
value and limitations, 261 

— —, urinary excretion of cho- 
line in, 487 

——,——— methionine in, 

. 634 

—, early regeneration after par- 
tial resection, effect of adrenal 
on, 411 

— extract, effect on absorption 
of radioactive iron, 63 

——, — — serum and red cell 
cholinesterase activity, 346 

—-—, homologous, inhibitory 
action on oestrus in rat, 413 

—-— in treatment of granulo- 
cytopenia in rats, 349 

—., fat content, influence on, of 
hypophysectomy and thyrcid- 
ectomy, alone and combined, 
523 
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Liver, fatty changes in, due to 
vitamin B complex deficiency, 
570 

—,———, prevention by 
choline, 523 

—,—, production of, effect of 
extirpation of endocrine glands 
on, 409 

— fibrosis, diffuse, experimental 
production and development, 
371 

—-—Hjin persistently non-fatty 
liver of hypophysectomized 
dog, 408 

-—— function, changes due to 
vitamin B complex deficiency, 
570 

— —, effect on vitamin-A con- 
tent of liver, 9 

~——vin carbohydrate meta- 
bolism, 572 

— — tests in differential diag- 
nosis of jaundice, 261 

— — —, DL-methionine in, 73 

——-—, prothrombin response 
to large doses of vitamin K as, 


377 

— glycogen deposition in assay 
of adrenal cortex hormones, 
comparison with work per- 
formance tests, 298 

—-—-——normal and sarco- 
matous mice, 30 

— —, formation and deposition, 

—-—,—in malignant 
nutrition, 292 

—, histological changes in experi- 
mental ‘ toxic hepatitis with 
ascites 373 

—in agranulocytosis, massive 
colony formation of Bact. 
friedlanderi in, 603 

—, increased fat deposition after 
adrenal enucleation, 412 

— infections, serum  cholines- 
terase in, 293 

— injury, comparison of effects 
of pyridine and methyl pyridi- 
nium chloride in the rat, 73 

— —, effects of methionine on, 72 

—involvement in _ infectious 
mononucleosis, 335 

—, lipid phosphorylation in, 
action of choline and fat on, 


mal- 


120 

—, needle biopsy of, 184 

—,new substance obtainable 
from, by autolysis, acting on 
haematopoiesis, 63 

— oils, vitamin A in, spectro- 
photometric determination of, 
correction for irrelevant ab- 
sorption, 459* 

—, pathological, fibrous tissue 
in, quantitative determination, 
151 

— phosphatides, variations with 
changes in diet, 237 

— powder, effect on mepacrine 
toxicity in rat, 246 

—, protein and fat content in 
relation to histological picture, 

— — regeneration, effect of die- 
tary protein on, 236 

— regeneration, experimental, 
role of protein diet in, 236 

—., role in detoxication of pento- 
thal, 128 

—,——renal_ sulphonamide 
complications, 293 

— tissue of depancreatized dogs, 
lipodieresis in, 253 

—, toxic action of dicoumarol 
on, 241 

— tumours induced by butter 
yellow, 254 

— —, morphological origin, 254 

—, vitamin A content in jaun- 
dice, diabetes mellitus and 
uraemia, investigations with 
luminescence microscope, 253 


| 
| | 
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Locomotor disorders, 86-8, 
197-9, 311-2, 421-3, 530-2, 
644-6 

Lungs, abscess, acute and chron- 
ic, medical treatment, 403 

“-,—, anaerobic and aerobic, 
286 

—,—, secondary to bland pul- 
monary infarction, 514 

—, allergic conditions in, treat- 
ment by inhalation of micro- 
nized sprays, 389 

—, argyro-siderosis of, in silver 
finishers, 3 

—, basal fluid accumulations 
resembling elevated = dia- 
phragm, 178 

—, blood circulation, at rest and 
during exercise in health and 
chronic pulmonary disease, 


45 
calcification, and _ histo- 
plasmin sensitivity, 177 

—, carcinoma, carcinogenic sub- 
stances in, 374 

— cavity, tuberculous, oblitera- 
tion during suction drainage, 
212 

— changes due to aluminium 
dust, 176 

—, coccidioidomycosis, primary, 
laboratory infection of, 672* 
—, congestion, changes in 

respiration in, 502 

— disease, chronic, pulmonary 
circulation at rest and during 
exercise in, 345 

— —, diagnosis, importance of 
intra-alveolar pressure in, 593 

— — due to aluminium dusts, 
230 

— — — — glass dust, 230 

— —, non-tuberculous, granulo- 
gram in, 377 j 

—, dust deposition in, reduction 
by aqueous aerosols, 341 

—, effects of exposure to beryl- 
lium compounds, 27 

—, — — magnesium dust on, 4 

—,— — phosgene on, 22 

—,—-—pilocarpine hydro- 
chloride on, in health and 
asthma, 498 : 

—, emphysema, diagnosis, 628 

—, experimental production of 
shadow in, by inhalation of 
iron oxide dust, 3 

— exposed to phosgene, meta- 
bolism of, 585 

—, giant bullous cysts of, 67 

—, haemorrhagic infarct, patho- 
genesis and recovery process, 
287 

—, hilum, in silicosis, radiologi- 
cal study, 340 

—, idiopathic haemosiderosis of, 
628 

—, infarction, bland, pulmonary 
abscess secondary to, 514 

—, infrapulmonary effusion simu- 
lating elevated diaphragm, 
178 

—, oedema, 404* 

—, —, attempted production of, 
by increased intracranial 
pressure, 628 

—,—, experimental, protective 
action of antihistamine deri- 
vative of thiodiphenylamine in, 


513 

—, —, following vagotomy, im- 
portance of pressure factors in 
genesis of, 628 

—,—,in leukaemic mice, fol- 
lowing treatment with ure- 
thane, 625 

—, penicillin and streptomycin 
in, following inhalation and 
intramuscular injection, 580 

—, polycystic, congenital, patho- 
genesis and correlation with 
polycystic disease of other 
organs, 35 
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Lungs, right upper lobe, varia- 
tions in bronchovascular pat- 
tern of, 176 

—,smooth muscle in, new 
formation, 151 

—, spontaneous interstitial em- 
physema of, simulating heart 
disease, 58 

—, stenosis, congenital, develop- 
ment of pulmonary vascular 
obstruction in, 503 

—, suppuration, changes in kid- 
neys in, 177 ; 

—, —, technique of transthoracic 
intrapulmonary injection in 
treatment, 513 

—,—, treatment by local in- 
jection of penicillin, 68 

— tumours induced by 2-acetyl- 
aminofluorene, histology of, 
148 

—— —, induction by transplacen- 

, talexposure to urethane, 33 

—, use for introduction of 
medicated aerosols for systemic 
effect, 404 

—, vascular obstruction, develop- 
ment in congenital pulmonary 
stenosis, 503 

Lupus vulgaris, treatment by 
local injections of vitamin Dp, 


302 
— erythematosus, disseminated, 
anaphylactic lesions of 


coronary artery in, 34 

—hypertrophicus, treatment 
with streptomycin, 18 

— patients, mortality from pul- 
monary tuberculosis in, 79 

Lymph, circulation of penicillin 
in, 581 

— nodes, age changes in, 342 

——, enlargement, in deform- 
ing infective rheumatism, 
197 

— —, lipomelanotic reticular hy- 
perplasia of, 374 

— tissue in animals in course of 
immunization, 254 

Lymphadenoma, bone marrow 
in, 171 

Lymphadenopathy, giant folli- 
cular, as manifestation of re- 
ticulo-endothelial disease, 510 

—, — —, significance of, 476 

Lymphocyte, function of, 231 

—, antibody formation by, 44 

Lymphocytoma, cutaneous, 
benign, 639 

Lymphocytosis and pulmonary 
disturbance, 35 

—in relatives of leukaemic 
patients, 65 

Lymphogranuloma venereum, 
calcium-binding property of 
plasma proteins in, 376 

— —, “ fever of unknown 
origin ’’ due to, 83 

——, general manifestations, 
194 

——,observations on 388 
patients, 308 

—— virus infection, effect of 
“chloromycetin” on, 472 

Lymphogranulomatosis, see 
Hodgkin’s disease 

Lymphoid system, diseases, in- 
ternal radiation therapy with 
radioactive gold, 144 

— tissue, antibody formation in, 
44 

— tumour antiserum, avian, 
cytotoxic effect, 147 

Lymphoma, malignant, of orbit, 
virus studies in, 208 

—, treatment by nitrogen mus- 
tards, 508 

Lymphopenia due to radiation, 
antibody response in, 606 

Lymphosarcoma, regression pro- 
duced by intraperitoneal ad- 
ministration of 95% ethyl 
alcohol, 254 


Lymphosarcoma, treatment by 
nitrogen mustards, 281 

Lysine content of meats, 237* 

Lysis, bacterial, antiseptics and, 
603 

Lysozyme causing lysis, and 
antibacterial action of penicil- 
lin, possible interference be- 
tween, 135 


Magnesium foundries, fluorosis 
risk of workers in, 4 

Maize bran, growth-retarding 
factor in, 571 

Malaria, 106-8, 217-21, 442-4, 
555-8, 668-70 

—, acute, liver damage in, 219 

—, antimalarial drugs, effect on 
serial cephalin - focculation 
curves, 153 

—, blood in, haemolytic system 
of, 328 

—, congenital, 218 

—, control in Freetown, Sierra 
Leone, 218 

—, — with DDT, 24, 338 

--, by sternal puncture, 
66 


—, effect of intravenous mepa- 
crine in, 220 

—, falciparum, treatment by 
quinine in continuous intra- 
venous drip, 557 

—, immunization of monkeys 
against, by means of killed 
parasites and adjuvants, 327 

— in Czechoslovakia, 108* 

— — infants, relation of Plas- 
modium falciparum and Ano- 
pheles gambiae to, 218 

—, mammalian, pre-erythrocytic 
stage of, 217 

—, metabolic and haematological 
disturbances in, 671* 

— parasites, action of “palu- 
drine”’ on, 220 

-host interplay between 
Plasmodium gallinaceum and 
chicken, influence of hydroxy- 
naphthoquinones on, 557 

—, pharmacology of ch’ang shan 
used in treatment, 327 

—, quartan, efficacy of chloro- 
quine, quinacrine, quinine and 
totaquine in, 328 

—,—, transmission by blood 
transfusion, 108* 

—, tertian, benign, acute attacks, 
treatment by “ paludrine’’, 
pamaquin and pentaquin, 555, 
556 

—,—, —, treatment with chlo- 
roquine and combined quinine 
and plasmochin, 669 

—,—, malignant, prophylaxis 
and treatment with ‘‘palu- 
drine’’, 556 

—, therapeutic and _ natural, 
occurrence of jaundice in, 107 

—, treatment by chloroquine, in 
hyperendemic zone, 443 

—,—-— intravenous “ palu- 
drine ’’, 328 

—,— — “ paludrine”’, critical 
review of trials of, 444 

—,—— specific antimalarials 
in combination with penicillin, 
107 

—,— — sulphaguanidine deri- 
vatives, 221 

—-typhus control, combined, 
by residual spray with 5% 
DDT emulsion, 362* 

—, vivax, relapse rate, effect of 
“paludrine”’ on, 220 

—,—, relapsing, treatment by 
neoarsphenamine, failure of, 
556 

Malformations, congenital, due 
to maternal rubella in preg- 
nancy, 267 


Malformations, congenital, jp 
rats, induced by vitamin-A. 
deficient maternal diet, 123 

Malleomyces mallei, biologica} 
characteristics, 382 

— pseudomallei, biological] 
characteristics, 382 

Malnutrition, see also Starvation 

, blood in, more rapid dis. 

appearance of congo red from, 

152 

—, chronic, anoxia and the liver 
in, 518 

—,-—, in infancy, blood count 
and extracellular fluid in, 496* 

—, disorders of nervous system 
due to, 200 

—, effect of food supplements in, 


34 

7-, — on cholinesterase activity 
of serum, 123 

—, fat deposition in spite of, 163 

—in children, cardiac dilata- 
tion in, 274 

— effect of enriched 
cereal on, 385 

— — —,, rehabilitation by veget- 
able and animal proteins, 159 

—,malignant, formation of 
hepatic glycogen in, 292 

Malta fever, see Brucellosis 

Mammary gland, carcinogenesis 
in mice, effect of desoxycorti- 
costerone on, 146 

— —, carcinoma, milk factor in, 
effect on nature of oestrous 
cycle in mice, 597 

——,—, morphology in strain 
A mice, 479 

— —, effect of infused strepto- 
mycin in, 578 

—— growth in mice, effect of 
desoxycorticosterone on, 146 

—-— tumour, milk agent of, 
partial separation of, 371 

—-—-—, spontaneous, growth 
of transplants during course 
of development of, 598 

— tumours, transplantation in 
hybrid mice, sex factor in, 148 

Mannitol hexanitrate treatment 
of essential hypertension, 59 

““Mapharsen’”’, toxicity and 
chemotherapeutic activity, in- 
fluence of BAL on, 584 

Marbadal ”’, chemical basis of, 


21 

Marchiafava—Micheli syndrome, 
284 

Marfan’s syndrome in adult, 55 

Margarine and growth of chil- 
dren, 348 

Massage, syncardiac, effect in 
circulatory disturbances of 
extremities, 58 

Mast cells in experimental rat 
sarcoma, 596 

Mastitis, tuberculous, as_pro- 
bable cause of contact infec- 
tion in breast-fed child, 551 

Measles and _ giant-cell pneu- 
monia, 68 

—, attempted transmission to 
dog, 94 

—, encephalitis following, 482, 


55 
Meat, lysine, methionine, and 
threonine content of, 237* 
“ Mecholyl”’, effect on vital 
capacity of asthmatics, 162 
Mediastinitis, chronic, in general- 
ized actinomycosis, 177 

Medicine: general, 49-53, 
161-4, 269-72, 388-93, 497- 
501, 611-13 

—, history of, 224, 560 

Medium, effect of addition of 
“tween 80” to, on 
diphtheriae, 490 

— for gonococci, 194* 

—, Mueller’s potassium tellurite, 
for detection of C. diphtheriae, 
382 
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Medium, thioglycollate, modified, 
for culture of Entamoeba histo- 
lytica, 555 

Medulla, malformation in an 
embryo, importance in patho- 
genesis Of hereditary ataxia, 
202 

—, suprarenal, influence of large 
doses of insulin on, 162 

Megacolon, congenital, treat- 
ment by spinal anaesthesia, 


609 
Megakaryocytes, frequency in 
necropsy sections, 481 
Megaloblast, origin of, 231 
Melioidosis, experimental chemo- 
therapy, 547 
—,treatment with  sulphon- 
amides and penicillin, 548 
Meninges, irritation caused by 
intrathecal administration of 
penicillin, 357 
—,spinal, congenital cyst as 
cause of intermittent compres- 
sion of spinal cord, 314 
Meningioma, hyperostoses asso- 
ciated with, bone formation 
and destruction in, 372 
Meningitis, influenzal, in Den- 
mark, 201 
—,—, specific serum treatment, 
200 
—, meningococcal, epidemio- 
logy and pathogenesis, 1 
—, purulent, treatment with 
sulphonamides, defects follow- 
ing, 314 
—, suppurative, in the newborn, 
due to coliform bacilli, 267 
—, treatment with penicillin and 
heparin, 201 

-, tuberculous, 551 

—,—, in breast-fed child, pro- 
bably caused by tuberculous 
mastitis, 551 

—,—,in children, treatment 
with streptomycin, 102 

—,—, intrathecal heparin and 
streptomycin treatment, 663 

—, —, streptomycin treatment, 
18, 103, 442, 662, 663, 664 

—,—,—-—, blood and bone 
marrow morphology in, 471 

— , cerebrospinal fluid 
during, 323, 549 

—,—, sulphone and vitamin A 
treatment, 664 

Meningococcaemia without men- 
ingitis, 211 

Meningococci, sensitivity to sul- 
phadiazine, 438 

Mental changes produced by 
chewing cocoa leaves, 246 

*— deficiency caused by whoop- 
ing-cough, 318 

— —, criminal behaviour in, 589 

— —, delinquency and, 588 

, Suggestibility and_per- 
sistence in, 538 

— disorders, haematopoietic 
system in, 622 

— —, intensified electrical con- 
vulsion therapy, 539 

Mepacriné concentration in 
blood, effect of acidosis and 
anoxia on, 356 

— dermatitis, 303 

—, effect on experimental tuber- 
culosis, comparison with 
streptomycin, 214 

— in falciparum malaria, com- 
parison with quinine, 670 

— — late stages of cutaneous 
leishmaniasis, 330 

—-— Plasmodium cathemerium 
infection in ducks, 669 

— — quartan malaria, 328 

—, intravenous administraticn, 
in falciparum malaria, 220 

—, psychoses induced by, 203 

—, renal excretion of, influence 
of orally administered alkali 
and acid on, 107 
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Mepacrine, toxicity, effects of 
B vitamins, liver and yeast 
on, in rat, 246 

Mercurial solutions, bacterio- 
toxic action of, comparison 
with glycerite of hydrogen 
peroxide, 155 

Mercury poisoning, results of 
treatment with BAL, 139 

““Mesantoin’’ in treatment of 
epilepsy, 92, 316, 428 

Mesoxalyl urea, see Alloxan 

Mester’s reaction and modifica- 
tions in diagnosis of rheu- 
matism, 448 

Metabolic disorders, 
203-4 272, 392-3, 

2 


51-3, 
500-I, 


I 

Metabolism, action of vitamin D 
on, 570 

_-, basal, calculation of, 501* 

—_—,— , of children with tumours, 
266 

—, —, reduction by radioactive 
iodine, in heart disease, 395 

—,—, — in treatment of angina 
pectoris, 277 

—,—, specific dynamic action 
and thiouracil, 296 

—, effect of prolonged phos- 
phate administration on, 232 

—, influence of vitamin E on,, 


459 

Metachlorodine prophylac- 
tic, curative, and suppressive 
effect in vivax malaria, 670 

“ Methadon ”’, see *‘ Physeptone” 

Methaemoglobin reduction § in 
red blood cells, 398 

Methaemoglobinaemia, 
pathic, cause of, 398 

—,—, familial, 62 

Methanol, see Methyl alcohol 

“‘Methedrine,” effect on blood 
circulation in man, 240 

Methenamine-silver in staining 
of enterochromaffin cells, 253 

Methionine and choline, treat- 
ment of chronic hepatitis with, 
183 

—, antagonism to dicoumarol, 
241 

— content of meats, 237* 

—, effect in diet containing pure 
amino-acids in place of pro- 
tein, 348 

—,—on liver and kidney in- 
jury, 72 

— injections, increased  sus- 
ceptibility of mice to swine 
influenza as result of, 379 

—in treatment of cirrhosis, 
histological changes in liver 
following, 183 

—, plasma disappearance rate 
of, in liver damage, 73 

—, protective action against 
thyroid hyperplasia due to 
action of sulphonamides, 583 

— therapy in infective hepatitis, 
207 

—, urinary excretion in health 
and liver disease, 634 

6-Methoxy-8-(5- -isopropylamino- 
amylamino) - quinoline. see 
Pentaquin 

Methyl alcohol poisoning, 140 

— bromide poisoning, 585 

Methyl-bis(8-chloro- 
see Nitrogen mustard 

Methyl pyridinium chloride, role 
in mechanisms of liver and kid- 
ney injury, 73 


idio- 


Methylamino-iso-octene, see 
* Octin ” 
p-N-Methylamphetamine, see 


“Methedrine” 
Methylcholanthrene - cholesterol 
pellets, carcinogenic effects, 


34 

—, inhibition of androgen- 
induced comb growth in chicks 
by, 254 
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Methylene blue in study of 


dehydrogenases of tumour 
tissue, 369 
— —, intravenous, in study of 


fibre degeneration in central 
nervous system, 478 

— —, reduction by sulphydryl, 
alterations in, in malignant 
neoplastic disease, 375 

N’-Methylnicotinamide, 
methylation from, 347 

Methylthiouracil, morphological 
and functional comparison 
with thiouracil, 637 

—, nucleic acids and cytological 
change in thyroid after, 185 

Methyltestosterane, effect on 
rate of synthesis of creatine, 


trans- 


300 
“Metrazol,” see Leptazol 


Meulengracht diet, 15 years’ 
experience with, 70 
Microbiology, 40-44, 154-8, 


262-5, 378-84, 488-92, 602-6 

Microscope, electron, in diag- 
nosis of variola, vaccinia and 
varicella, 378 

_, luminescence, in investiga- 
tions of vitamin-A content of 
liver and adrenals, 253 

—, phase-contrast, in cytological 
examination of cerebrospinal 
fluid, 486 

Microscopy, phase-contrast, 119 

Migraine, relief by hypodermic 
injection of dihydroergot- 
amine, 316 

Milk, carotene in, 347 

—, diphtheria and staphylococ- 
cus antitoxins in, 492 

—, human, concentration, 159 

—,—, preservability and pre- 
servation, 45 
—, recovery of Rickettsia burnett 
from, 452 

_, streptomycin in, following 
infusion of mammary gland, 
578 

—, vitamin A in, 347 

Milkman’s syndrome, “ cured "’, 
pathology and anatomy, 483 

Mineral particles, minute, 
chronic granulomata in ali- 
mentary tract caused by, 601 

Miracil, mode of action, 558 

Mites, toxicity of “‘ gammexane ”’ 
for, 247 

Mitosis rhythm in carcinoma of 
human skin under influence of 
Chaoul’s contact therapy, 251 

Mongolism and familial mon- 
golian stigmata, 46 

—, endocrines in, pathology, 386 

—, fate of children with, 494 

—, serum amylase in, 48 

Mononucleosis, infectious, at- 
tempts at experimental trans- 
mission of, 448 

—, —, liver involvement in, 335 

Morbidity, occupational, 230* 

Morgagni’s syndrome, genesis of, 
investigation by analysis of 
morphology of pituitary, 637 

Morphine, acute vascular toler- 
ance to, in dogs, 462 

— addiction, effect on blood, 
plasma, and “ extracellular ”’ 
fluid volumes in man, 363 

—and ‘“ physeptone”’, com- 
parative pharmacological 
actions of, 238 

Morphoea, pathogenesis, trans- 
plantation experiments, 189 

B-Morpholino-ethyl benzhydryl 
ether hydrochloride, see ‘* Lin- 
adryl” 

Mortality, ‘paediatric, in a large 
general hospital, 268* 

Mosquito control, importance of 
coverage in ‘DDT residual 
house spraying in, 338 

— eradication campaigns, recent, 
249 
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Mosquito, toxicity of ‘ gamm- 
exane ”’ for, 247 

Motor disturbances, extrapyra- 
midal, mode of action of 
parpanit on, 132 

Mouse-pox, see Ectromelia, in- 
fectious 

Mouth, 179 

—, bacterial flora of, effect of 
penicillin on, 69 

—-, growth of haemolytic and 
pleomorphic streptococci in, 
in health and scarlet fever, 380 

—, ulcerative disease of, diag- 
nosis of histoplasmosis in, 447 

Mucin, gastric, quantitative esti- 
mation of, 406 

Mucous membranes, effect of 
nutritional disorders on, 77 

Mueller’s potassium _ tellurite 
medium, use in detection of 
C. diphtheriae, 382 

Mumps, aetiology, experiments 
on, 433. 

—, complications, 207 

—, immunization in man, 207 

—vvirus action on red cells, 
nature of, 379 

——, culture on chicken em- 
bryo, 433 

atrophy and regenera- 
tion, effect of thymectomy, 
hyperthyroidism and hypo- 
thyroidism on, 294 

—, composition, relation to 
serum bicarbonate, 388 

—, contractions, spontaneous, 
physiological action of quinine 
and neostigmine on, 422 

—,cortically induced move- 
ments of, influence of altera- 
tions in posture of limbs on, 


573 

—, dystrophy, in hyperthyroid- 
ism, 294 

—,—, progressive, 
uria in, 651 

—, effort of, pupillary abnormal- 
ities in, 653 

—, skeletal, damage to, after 
carbon monoxide poisoning, 


aminoacid- 


372 

—,—,excitability, effect of 
procaine, salicylate and ben- 
zoate of sodium on, 462 

—, smooth, contraction, effects 
of various substances on 239 

—,—, new formation in lung, 


151 
Mustard gas casualties at Bari 
Harbour, medical report on, 


138 

— —, liquid, burns, influence of 
deficiencies on extent of in- 
jury and healing time of, 21 

Myanesin, effects, 12 

—,—on epileptic fits and 
tremors in Parkinsonism, 315 
—., use of, clinical studies in, 352 

Myasthenia gravis in young 
children, 610 

—w—, treatment with  hexa- 
_ tertaphosphate, 427 

te tra-ethylpyro- 
~ phosphate, 427 

Mycobacterium, new, as cause of 
infection in man, 605 

— tubercuiosis, action of chloro- 
mycetin against, 579 

—w—,examination for, by 
gastric lavage and laryngeal 
swab, 440 

——, fibrin web culture from 
pleural exudates, 381 

— —, growth, inhibitory action 
of monoethyl esters of alkyl- 
thiomalic acids on, 665 

— — H37, human, carbo- 

hydrate- “lipid complex from, 


439 
— —, slide culture of, 43 | 
——, streptomycin resistant, 
323 
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Mycobacterium tuberculosis, 
streptomycin resistant, devel- 
opment during therapy, 212 

——, — sensitivity, 213 

—-—,—-— before and during 
specific therapy, 549 

Mycoses, superficial, treatment 
with quinone and _ dithio- 
carbamate derivatives, 188 

Mycosis fungoides, see Granu- 
loma fungoides 

Myelography, pantopaque, in 
diagnosis of Arnold—Chiari 
malformation, 366 

—, pneumo-, lumbar, technique, 


365 

Myeloma, multiple, and _ co- 
existing Paget’s disease of 
bone, treatment by stilbami- 
dine, 532* 

—, —, calcium-binding property 
of serum proteins in, 376 

Myelosis, aleukaemic, leukaemic 
nature of, 626 

Myiasis, intestinal, 40 

MYL powder, treatment of pedi- 
culosis capitis with, 361 

Myoblastoma, aetiology, 35 

Myocarditis, idiopathic isolated, 
pathology and clinical features, 


394 

—, rheumatic, latent, 112 

—with acute nasopharyngitis 
and acute tonsillitis, 54 

Myocardium, changes in fatal 
diphtheria, 438 

— infarction, acute, heart rup- 
ture following, 166 

—,-—, due to intravenous ad- 
ministration of hypertonic 
sodium chloride in arterio- 
sclerosis obliterans of legs, 503 

—,-—, treated by combined 
heparin—dicoumarol, 277 
—, ischaemia, acute, clinical and 
electrocardiographic character- 
istics, 395 

isolated hypodynamic, re- 
sponse to inotropic drugs, 575 

—, metabolism of, study 
coronary sinus catheterization, 


344 
—, metastasis of bronchial car- 
cinoma to, 630 
Myoclonic seizures, 
cephalogram in, 91 
Myoepithelioma, 639 
Myotonic dystrophy, sodium loss 
in, induced by desoxycorti- 
costerone acetate, 410 
Myxoedema, effects of treatment 
on specific renal functions in, 
296 


electro-en- 


see “ Kri- 
si ” 


Narcotics, action on structure of 
cytoplasm, 129 

Nasopharyngitis, acute, myo- 
carditis associated with, 54 

Nasopharynx, secretions, anti- 
poliomyelitic property of, 
relation to that of blood 
serum, 656 

Naval conscripts, Swedish, psy- 
chiatric and sociological study, 
540° 

NBIN emulsion, treatment of 
pediculosis capitis with, 361 

* Neoantergan ”’, effect on capil- 
lary resistance, 353 

— treatment of asthma, 390, 497 

— — — bronchial spasm, 271 

— — — hay-fever, 497 

Neoarsphenamine, —_encephalo- 
a due to, in Indian troops, 

9 

—, treatment of relapsing vivax 
malaria, failure of, 556 

“ Neohetramine ” pharmaco- 
logical 131, 499 
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Neoprene, hair loss in manu- 
facture of, 565 

““ Neo-scabicidol ”, see ‘‘ Gam- 
mexane 

Neostigmine, antagonism of cur- 
are action by, 129 
—in treatment of 
palsy, 93 | 
—, physiological action on spon- 
taneous contractions of resting 

muscles, 422 

Nephritis, epidemic war, morbid 
anatomy of, 481 

—, glomerular, acute, treatment 
with high-protein diet, 84 

—, pathogenesis, heterodox con- 
siderations on, 85 

Nephrosclerosis, relation to 
hypertension, 620 

Nephrosis, haemoglobinuric, ex- 
perimental, influence of avail- 
able fluid on production of, in 
rabbits, 310 

Nerves, see also Sympathectomy; 
Vagotomy 

—, atrophy and regeneration, 
effect of thymectomy, hyper- 
thyroidism and hypothyroid- 
ism on, 294 

—block and tetraethylam- 
monium, effect on bl flow 
in extremities, 168 

—, blood supply, effect of occlu- 
sive arterial diseases of ex- 
tremities on, 506 

—, excitability, action of pro- 
caine, salicylate and benzoate 
of sodium on, 462 

— fibres, endings, in carotid 
body, pathological histology 
of, 600 

—,optic, atrophy, 
syphilitic, 82* 

—, peripheral, mode of extension 
of contrast substances in- 
jected into, 457 

—, phrenic, crushing of, and 
pneumoperitoneum, dissocia- 
ted paralysis of diaphragm 
following, 287 

—, sensory, exposed, electrical 
stimulation of pain fibres in, 


cerebral 


primary 


349 

—,splanchnic, resection, in 
treatment of malignant hyper- 
tension, 505 

—, vagal, stimulation, effect on 
histology of pancreas, 235 

Nervous system, 573 

—-—, autonomic, influence on 
intestinal absorption of hyper- 
tonic solution of glucose, 351 

——, —, relation of frontal lobe 
to, 10 

——,—, — — labyrinth to, 10 

—-—, central, action of anti- 
bodies on, 424 

—-—,-—,excitant action of 
di-isopropylfluorophos- 
phonate on, 240 

— —,-—, fibre degeneration in, 
use of intravenous methylene 
blue for study of, 478 

——, —, haemochromatosis of, 
4240 

—-—, —, in pneumonia, 536 

—-—, disorders, due to mal- 
nutrition, 200 

— —, physiology of, 10, 349-50 

Neuralgia, glossopharyngeal, as 
cause of cardiac arrest, 394 

Neurogenesis in mixed Grawitz— 
Wilms tumour, 36 

Neurohypophysis, see Pituitary, 
posterior lobe 

Neuro-infection, acute, characters 
of, 648 

Neurology, 89-92, 200-2, 313- 
16, 424-8, 533-7, 647-51 

Neuromata, plexiform, 257 

Neuro-muscular disease, intra- 
venous administration of cyto- 
chrome C in, 351 


Neurones, motor, activity 
rhythm of, 120 
Neurosis and supernumerary 


nipples, 204* 

—, experimental, resulting from 
semistarvation in man, 430 
—, physiological and psycho- 

— responses to stress in, 


538 

intelligence indi- 
cators in, 429 

Neurosyphilis, intrathecal peni- 
cillin in treatment of, 191 

—, symptomatic, serological 
response to penicillin treat- 
ment, 526 

—, treatment with penicillin 
alone, 306, 418, 640 

Neutropenia, cyclic, 161 

—, familial, 63 

Newcastle virus, immunological 
studies, 265* 

Niacin, see Vitamin C 

“ Niche en plateau ”’, 


477 

Nickel dust, proteinuria and 
kidney injury after exposure 
to, 141 

— poisoning, chronic, effect on 
exocrine parts of pancreas, 
22 

Nicotinic acid deficiency, derma- 
tological effects, 77 

— —, excretion in typhoid, 98 

‘in treatment of essential 
hypertension, 59 

—— — urine of newborn, 45 

—-—, prevention of diabeto- 
genic action of alloxan by, 53 

— — tolerance test, 376 

Nikethamide, effect on coronary 
blood flow and cardiac oxygen 
metabolism, 11 

Nipples, supernumerary, and 
neurosis, 204* 

Nitrofurazone in treatment of 
skin diseases, 638 

Nitrogen balance in experimental 
liver regeneration, 236 

——-— treatment of acute 
uraemia by peritoneal lavage, 
196 

in rats, effect of 
vitamin-A deficiency on, 458 

— — of normal and vitamin-A- 
deficient rat, effect of thyroid 
administration on, 459 

—, mobilization from tissues in 
fasting, role of adrenal cortex 
and thyroid in, 409 

— mustard in Boeck’s sarcoid, 
171 

— — — bronchopulmonary car- 
cinoma, 515 

—-—, clinical indications for 
treatment with, 623 

— —, — tolerance to, 623 

467 

effect on Trypanosoma 
equiperdum, 553 

— — in fowl leucosis, 149 

— — — Hodgkin’s disease and 
lymphosarcoma, 281 

— — — human lymphoma, ieu- 
kaemia, and allied disorders 
of the haemopoietic system, 
508 

— — — mycosis fungoides, 304 

—-—, newer, in treatment of 

+ leukaemia, 627 

— retention produced by hypo- 
physeal growth hormone, effect 
of dietary protein on, 414 

Nitroglycerin, effect on capacity 
for work, 246 

Nitrous oxide method ir measure- 
ment of coronary blood flow, 


diagnosis, 


345 

“NU- “445 ”, clinical evaluation 
of, 584 

Nucleic acids, inhibition of anti- 
bacterial activity of diami- 
dines by, 154 


Nucleus 


syndrome, 


pain pathways in, 


redarteten, 8-9, 123-6, 235-7, 
346-9, 457-61, 569-72. See 
also Malnutrition ; Starvation 

—and natural resistance to 
infection, 349 

— deficiencies in children, 
seasonal incidence of retarded 
growth in, 45 

——-— young girls, 
due to, 51 

—, deficient, relation to im. 
paired libido and potency in 
the male, 237 

—, parenteral, fat emulsions for, 
126 

— status in children, relation 
of blood serum protein, vita- 
min A, and carotenoids to, 460 

——-—miners, comparison 
with dark adaptation, 228 

— — and response to infection, 
368 

Nylon stockings, azo dyes in, 
dermatitis due to, 303 

Nystagmus, miners’, binocular 
vision in, 229 

—,—, clinical aspect, 227 

—, —, dark adaptation in, 228 

—, —, psychiatric aspect, 228 


obesity 


Obesity, energy metabolism in, 
500 

— in young girls, due to mal- 
nutrition, 51 

—, relation to function of thy- 
roid gland, 520 

—,role of hormones in treat- 
ment of, 613 

“ Octin toxicity, 353 

Oddi; sphincter of, pharmacology 
of, 72 

Oedema, hunger, in children, 607 

—, —, relation of serum protein 
to, during forced feeding, 69 

—, pulmonary, attempted pro- 
duction of, by increased intra 
cranial pressure, 628 

—,—, following vagotomy, im- 
portance of pressure factors 
in genesis of, 628 

—,—,in phosgene poisoning, 
effect of ‘‘ pressure breathing ” 
on, 139 

Oesophagus, carcinoma, relation 
to achalasia of the cardia, 181 

—, movements in cardiospasm, 
288 

—, peptic ulcer of, 405 

—, stricture following agranulo- 
cytosis due to sulphonamide 
therapy, 179 

—, varices, sclerosing therapy 


Oestradiol benzoate - butyrate, 
effect on ageing in female rats, 
350 

—, clinical determination of, 
fluorometric method for, 522* 

— propionate, favourable 
fluence on Graves’s disease, 
409 

Oestrogen, duality of human 
prostate in response to, 522 
—, effect on artificial premature 
climacteric’ produced by 

ovariectomy in rats, 412 

—,—— bone marrow of adult 
female dogs, 521 

—, — — growth of Galliera rat 
sarcoma, 368, 369 

— in urine after use of oestro- 
genic cream, 76 

— — —, chemical 

50* 

—-induced tissue growth, in- 
hibition of, by progesterone, 
521 
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th, in- 
terone, 


Oestrogen, influence on benz- 
pyrene-induced sarcoma in 
rat, 32 

—, synthetic, 
man, 120 

—,—, urinary elimination of, in 
animals, 636 

—, therapeutic 
bolism of, 299 

Oestrone clearance test in in- 
fective hepatitis, 298 

—, clinical determination, gluo- 
metric methods for, 522* 

—, isolation from bile of preg- 
nant cows, 299 

—, metabolic fate in dogs with 
biliary fistula, 300 

Oestrous cycle, nature of, effect 
of milk factor on, in mice, 


metabolism in 


doses, meta- 


597 

Oestrus, inhibitory action of 
homologous liver extract on, 
in rat, 413 : 

Oil-in-water emulsions, disin- 
fectant, in dermatology, 190 
— treatment of floors and bed- 

ding, 115 
Ointment, fungicidal, United 
States Army, field trials of, 


415 
Old age, aspects of, 449 
— —,, diseases of, problems of, 


449 

—-—,normal, serum protein 
fractions in, 484 

——, — temperatures in, 497 

Oligodendroglioma of brain, 
post-operative period of sur- 
vival in, 536 

Oligophrenia, urinary excretion 
of 17-ketosteroids in, correla- 
tion with necropsy findings, 


298 

Olive oil, effect on blood sugar 
and rectal temperature in 
rabbits, 461* 

Opium alkaloids, effect on gastric 
secretion, 289 

Optic chiasma, arachnoiditis, 90 

Orbit, malignant lymphoma of, 
virus studies in, 208 

Orchitis complicating mumps, 
207 

Organ extracts, alcoholic, be- 
haviour in presence of rabbit 
serum with later addition of 
pig serum, 606 

Osteitis fibrosa cystica, 635 

Osteoearthritis, treatment with 
histamine, 530 

Osteo-arthropathy, chronic idio- 
pathic hypertrophic, 646 

Osteochondritis, spinal, juvenile, 
social and nutritional factors 
in, 646 

Osteoporosis, 312* 

—, generalized, in old age, 199 

—, occurrence during potassium 
thiocyanate therapy of hyper- 
tension, 620 

—, spinal, 199* 

Otitis, scarlatinal, treatment with 
penicillin, 211 


“ Quabain ”, administration by 


aerosols, 351 

—, toxicity, influence of calcium 
and potassium ions on, 11 

Ovariectomy, effect on ageing in 
female rats, 350 

Ovaries, carcinoma, association 
with cerebellar degeneration, 
gI 

—,—, metastases in upper abdo- 
men, 253 

—, response to injected colloidal 
substances, in albino rat, 567 

—,tumours, development in 
intrasplenic grafts, effects of 
x-irradiation on, 253 

Oxine, chelating ability of, 13 

Oxycephaly with optic atrophy, 
results of King operation in, 
609 
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Oxygen-air tensions, alveolar, 
relation to arterial blood- 
oxygen saturations during 
work at altitude, 7 

— consumption, effect of endo- 
crines on, in dogs, 233 

— deficiency, acute, effect on 
tachycardia due to accelera- 
tion, 344 

—-—,-—,relation to capillary 
permeability, 7 

— — and the liver in shock and 
chronic malnutrition, 518 

— —, effect on concentration of 
mepacrine and chloroquine in 
blood, 356 

—-—, pressure gradient of re- 
spiratory gases in, 7 

—-—, repeated, influence on 
reactivity of sympathetico- 
adrenal system, 573 

——, resistance of foetus and 
newborn infant to, 608 

—, liquid, use in dermatology, 
415 

— saturation of arterial blood, 
oximetric control in anoxae- 
mia, 457 

—, venous saturation of, relation 
to capillary permeability, 7 

Oxyhaemograph, photo-electric, 
87* 


Oxytocics, activation of, 576 


Paediatrics, 45-8, 159-60, 266— 
8, 385-7, 493-6, 607-10 

Paget’s disease of bone and co- 
existing multiple myeloma, 
stilbamidine treatment, 532* 

Pain, cardiac, relief of, 277 

— fibres, electrical stimulation 
in exposed human sensory 
nerve, 349 

— pathways in herniated nucleus 
pulposus syndrome, 426 

—, sciatic and low-back, cause 
and mechanism of symptom 
production in, 417 

— sensibility in deep somatic 
structures, 573 

—-—, quality of, anatomical 
basis for alterations in, 349 

Palsy, cerebral, in mental de- 
fective, treatment with neo- 
stigmine, 93 

“ Paludrine ”’, action on malarial 
parasites, 220 

—, effect on relapse rate of vivax 
malaria, 220 

—, gametocytocidal action in 
Plasmodium falciparum in- 
fections, 443 

—, intravenous, in treatment of 
malaria, 328 

—, prophylaxis of malignant 
tertian malaria, 556 

—, therapeutic trials, 
review, 444 

— treatment of acute attacks of 
benign tertian malaria, 555 

— — — malignant tertian mal- 
aria, 556 

Pamaquin naphthoate in treat- 
ment of Plasmodium cathe- 
merium infection in ducks, 669 

— plus quinine in treatment of 
benign tertian malaria, 669 

— treatment of acute attacks 
of benign tertian malaria, 


critical 


555 

Panarteritis, acute, in allergic 
subjects, 49 

Pancreas, 184, 408 

—, aseptic necrosis, due to 
arterial thrombosis in malig- 
nant hypertension, 481 

—, calculosis, 184, 634 

—, connective tissue of, in first 
year of life, pathology, 601 

—, effects of chronic nickel 
poisoning on, 22 


Pancreas, fibrocystic disease of, 
lesions of islets of Langerhans 
in, 601 

—, histology, effects of pancreo- 
zymin and vagal nerve stimu- 
lation on, 235 

—, islets of Langerhans, effect of 
alloxan on, 35, 599 

—, lipocaic preparation of, ex- 
perimental study, 408 

Pancreatitis, association with 
alcoholism, 258 

—, recurrent, chronic, 184 

Pancreozymin, effect on histo- 
logy of pancreas, 235 

Pancytopenia, acute, fatal, fol- 
lowing tridione treatment of 
epilepsy, 428 

— of kala-azar, 446 

Pantothenate, role in sulpha- 
pyridine-induced achromo- 
trichia, 124* 

Pantothenic acid analogues, ac- 
tion on bacteria-free Tricho- 
monas vaginalis, 467 

— — deficiency, effect on cir- 
culating antibodies, 9 

— — in urine of newborn, 45 

Papanicolaou’s method of can- 
cer diagnosis, 484 

Papaverine in treatment of 
cerebral angiospasm, 619 

Papilloma, Shope, influence of 
sulphonamides on develop- 
ment in rabbits, 478 

Pappataci fever, see Phlebotomus 
fever 

Paracoccidioides brasiliensis 
causing blastomycosis, 447 

——, fluorescent staining of, 


447 
Paracolon bacilli as related to 
chronic dysentery syndromes, 


517 

Paralysis, dissociated, of the 
diaphragm, following phrenic 
crush and pneumoperitoneum, 
287 

—, general, after penicillin treat- 
ment, histopathology of, 647 

—,—, chronic, 81 

—, —, treatment with penicillin, 
cerebral accidents during, 80 

—of hind legs in laboratory 
animals produced by organ 
(adjuvant) emulsions, 163 

—, sensory, produced by limb 
compression, 350 

Parasites, blood-sucking, ex- 
ternal, evaluation of selected 


insecticides and drugs as 
chemotherapeutic agents 
against, 247 

Parathyroid, 186 

—, adenoma of, 635 

--, operations on, in chronic 


ankylosing polyarthritis, 198 

—, study of, 635 

— tetany, spontaneous, ana- 
tomical and clinical picture, 186 

Paresis, see Paralysis 

Parkinsonism, treatment by ir- 
radiation of corpus striatum, 
651 

—, tremors of, effect of ‘‘ mya- 
nesin ” on, 315 

Parotitis, see Mumps 

“ Parpanit’”’, effect on con- 
vulsion in electroshock, 540 

—, mode of action on extra- 
pyramidal motor disturbances, 
132 

—, pharmacology of, 132 

Paternity, reliability of MN and 
ABO systems in exclusion of, 


364 

Pathology, 29-39, 146-53, 252- 
61, 368-77, 478-87, 594-601 

—, Clinical, 37-9, 152-3, 257- 
61, 375-7, 483-7, 600 

—, experimental, 30-35, 146- 
50, 253-5, 368-72, 478-80, 
594-600 
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Pathology post-war, trends in, 
453 

Patterson’s urinary colour test 
in diagnosis of adrenal carci- 
noma, 297 

Pectin, citrus, for protection of 
Bact. coli against bacterio- 
phage, 381 

Pediculosis, control with DDT 
and “phenyl cellosolve”, 587 

— see also Lice 

Pellagra, 77 

— in relation to liver disease, 293 

—, infantile, 612 

—syndrome, outbreak in a 
rural area of Bengal, 272 

Pemphigus, aetiology, diagnosis, 
and treatment, 79 

Penicillin, 15-18, 135-7, 243-4, 
357-8, 467-70, 580-3 

—, action on survival of guinea- 
pig spermatozoa, 137 

— -adrenaline mixture in single 
injection treatment of gonor- 
rhoea, 528 

——-oil emulsion, experience 
with, 243 

— aerosol in experimental pneu- 
mococcus pneumonia, 630 

—w—vwwith theoglycinate in 
severe asthma, 499 

—, aluminium, in mouse pro- 
tection tests, 16 

— in amaurotic tabes, 82 

— and amidopyrine for pro- 
longation of blood penicillin 
level, 136 

—and p-aminobenzoic acid, 
antibiotic effect on Bact. coli, 
I 

bismuth in experimental 
syphilis, 640 

—, antibacterial action, and 
lysis caused by lysozyme, 
possible interference between, 
I 

plates, electrostatic 
field on, evidence for, 582 


—in bacterial endocarditis, 
effect on endocardial vegeta- 
tions, 58 


— bacteriostasis, significance of 
Gram test for bacteria in 
relation to, 583 

— in broncho-pulmonary sup- 
puration, 68 

—and caronamide for _pro- 
longation of blood penicillin 
level, 15 

—cerebrospinal fluid after 
parenteral administration, 581 

— chancroidal bubo, 528 

— chorea, 137 es 

—, comparative efficiency of 
single and multiple doses of, 17 

— in diphtheria, 321 

— for diphtheria carriers, local 
treatment, 545 

—, distribution in blister fluid, 


2 

, inhalation of, 513 

—, effect on bacteriaemia fol- 
lowing dental extraction, 136 

—,—-— bacterial flora in eyes 

of newborn infant, comparison 

with silver nitrate, 493 

—, — — — — of mouth, 69 

—,—— phosphatase activity, 


of children and 
infants, 47, 267 

—, enhancement of effectiveness 
by traces of cobalt, 469, 582 
— F, G, K, and X, antisyphilitic 
activity, 419 
—G procaine for prolongation 
of penicillin blood level, 136 


——-—jin oil, plasma _ con- 
centration, and use in pneu- 
monia, 403 

——, topical effect in local 


streptococcal infections, mech- 
anism of, 583 
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Penicillin in general paresis, 
cerebral accidents due to, 80 
— gonorrhoea, female,  bac- 
teriological follow-up, 193 

— —, masking or delaying effect 
on development of syphilis, 81 

—, hypospray administration in 
gonorrhoea, 307 

— impurities, protection against 
bacterial endotoxins by, 137 

~—, inhibition of action by 
sodium nucleinate, 357 

—, intramuscular injection, 
as vehicle for, 


135 

—, intrathecal, meningeal irrita- 
tion caused by, 357 

—, —, in neurosyphilis, 191 

— "in leukae mia, acute, 401 

— level in blood, effect of 
caronamide and benzoic acid 
on, 16 

— — — —, errors in estimation 
of, 16 

———-—with oral use of 
buffered and unbuffered solu- 
tions, in infants and children, 
409 ‘ 

— —— —, prolongation with 
amidopyrine, 136 

————,—— caronamide, 


——— —, — — procaine, 136 
—  —— urine, anomalous find- 
ings in determination of, 16 
—, local therapy with “ penici- 
plast 582 

— in lungs and blood serum 
following inhalation and intra- 
muscular injection, 580 

— lymph, circulation of, 581 

— melioidosis, 548 

— meningitis, 201 

—,micronized, inhalation in 
treatment of gonorrhoea, 193 

—, morphological and tinctorial 
changes in micro-organisms 
due to, methods for demonstra- 


tion of, 17 
— in neurosyphilis, 306, 640 
— —, changes in cerebro- 


spinal fluid after, 418 

—, non-haemolytic streptococci 
resistant to, isolated from sub- 
acute bacterial endocarditis, 
380 

— -oil-wax mixtures, penicil- 
lin levels in blood after use of, 


418 

—, optimal bacteriostatic con- 
centration of, influence of 
cobalt on, 581 

—, oral, absorption of, 16 

—,— administration, pro- 
longed, changes in bacterial 
flora of throat and intestinal 
tract during, 581 

—,—-—to premature and 
newborn infants, 607 

—,-—,in bacterial infections, 
580 

—,-—, haemolytic streptococci 
resistant to, in treatment of 
rheumatic fever, 336 

--,—, In pneumonia, 68 

—,—,in prophylaxis of re- 
current rheumatic fever, 112 

— in peanut oil- beeswax, effi- 
cacy in experimental syphilis, 
Ig! 
— — — —, gonococcal vaginitis 
in children treated by, 193 
— — pneumococcal infections, 
effect of length of intervals 
between doses, 357 

— precursors, inactive but po- 
tentially active, 243 

— — in ambulatory treatment 
of gonorrhoea, 192 

— —, wax-free, experience with, 
24 


3 
— procaine, biological activity 


in vitro, 137 
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Penicillin, prolongation of action 
with procaine penicillin G, 17 

—, protection against bacterial 
endotoxins by, 137 

—, quantitative determination 
of effect on organisms, 467 

— resistance acquired by 
groups A, B, and C haemolytic 
streptococci, 468 

——of Strep. 
development, 16 

— -resistant gonorrhoea, alleged, 
528 

— — staphylococcus, quantita- 
tive sensitization of, 582 

— resorption after inhalation, 


pyogenes, 


402 

—-salt solutions, stabilization 
with sodium citrate, 582 

— in scarlet fever and compli- 
cating otitis, 99*, 211 

— — — —, small doses of, 210 

—, sensitization of bacteria re- 
sistant to, 136 


— solution, preparation and 
administration, dermatitis due 
to, 583* 

— in Staph. aureus infection, 


nose and skin carriage of 
organism during, 244 

— — streptococcal infections, 
efficacy of single and divided 
doses of, 357 

— — — —, time-dose relation- 
ship of, 580 

—and streptomycin, mixed aero- 
sol of, in treatment of pul- 
monary disease, 629 

— and subacute bacterial endo- 
carditis, 165, 277* 

_ -sulphathiazole in treatment 
of typhoid fever, 657 

— -treated symptomatic neuro- 
syphilis, serological response 
in, 526 

— treatment, 
after, 647 

— — of sycosis barbae, 416 

— — syphilis, 81 305 

— — —-, action of small doses, 
81 

— — —, early, 641 

— — —, — congenital, 526 

— — —, late congenital, 641 

— — —, —, failure of, 306 

— — —, reactions to, 640 

— — throat infections, compari- 
son with bismuth subsalicy- 
late, 179 

— — typhoid fever, 436 

— — typhus, 209 

— — Vincent’s infection, 70 

— — visceral leishmaniasis, 110 

— — yaws, 326 

Penicillinase from a Gram- 
negative bacterium, 157 
—, production and _ activity, 


general paresis 


358 

Penicillium notatum, antibiotic 
principle of filtrates of, ex- 
traction and properties of, 470 

— —, spore production by, 469 

Peniciplast ’’, local penicillin 
therapy with, 582 

Pentapeptides, related 
to gramicidin 

Pentaquin in treatment a acute 
attacks of benign tertian 
malaria, 556 

Pentothal, see Thiopentone 

Peptic ulcer, see also Ulcer 

bleeding, 181 

— -—, haemorrhage from, free 
feeding in, 70 

— —, neuro-circulatory asthenia 
and psychoneurosis, symptom 
complex of, 392 

— — of oesophagus, 405 

pathophysiology, 181 

— —, relief of pain in, by gastric 
vagotomy, mechanism of, 289 


— —, treatment by “ amberlite 
AR 
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Peptic ulcer, treatment by casein 
hydrolysate, 182 

——, — — ergotamine, 181 

——,— — protein hydroly- 
sate, 288 

——,— — vagotomy, s-ray 
studies of gastrointestinal 
tract following, 367 

— —, vascularization of stomach 
in, 180 

Peptone, effect on streptomycin 
activity, 358 

Periarteritis nodosa, aetiology, 
diagnosis, and _ treatment, 
621 

—-—, renal manifestations of, 
309 

Pericardium, effusion, radio- 
logical differentiation from 
cardiac dilatation, 26 

Periodic disease: a probable 
syndrome, 161 

— fever, 161 

Peritonitis, benign paroxysmal, 
161 

—, pneumococcal diagnosis and 
treatment, 634 

Peritoneal cavity, absorption 
of exudates from, in man’ 
253 

— irrigation in treatment of 
uraemia, 196, 529 

Peroxidases in normal and acti- 
vated thyroids, 295 

Personality, change in, after 
leucotomy, 540 

—, prejudiced, Rorschach study 
of, 318 

— problems in relation to onset 
and progress of multiple 
sclerosis, 314 

Pertussis as cause of mental 
deficiency, 318 

—, cerebral complications in, 
660 

—, complicated, 
treatment, 659 

—, duration of serological im- 
munity against, after injec- 
tion of combined diphtheria 
and tetanus toxoids contain- 
ing H. pertussis vaccine, 337 

—, possible activation ot tuber- 
culosis by, 387 

—, treatment with aerosporin, 
211 

—, — — hyperimmune gamma 
globulin and _sulphadiazine, 
659 

— vaccine, prophylactic inocu- 
lation of, encephalopathies 
following, "546 

Pethidine, acute vascular toler- 
ance to, 462 

—, effect on gastric secretion, 


streptomycin 


289 

Petit mal seizures, nature of, 
with analogous psychological 
experiences, 536 

treatment tridione, 
202 

Pharmacology, 11~24, 128-43, 
351-62, 462-75, 574- 

Pharynx, ulcerative disease, 
diagnosis of histoplasmosis in, 


447 

Phenobarbitone treatment of 
epilepsy, 316 

— — essential hypertension, 59 

Phenol formaldehyde condensa- 
tion product, see ‘‘ Amberlite 
ARIV” 

‘Phenyl cellosolve’?’ and DDT 
in control of pediculosis, 587 
— mercury penicillate, action on 

wounds infected with Staph. 

aureus, 136 
Phenylarsenoxides, mode _ of 

action, experimental proof of, 


242 
para-Phenylenediamine, derma- 
titis due to, 303 


Physostigmine, 


Pheochromocytomata coexisting 
in adrenal gland and retro- 
peritoneal space, with sus- 
tained hypertension, 620 

Phlebitis, primary tropical, 150 

Phlebotomus, control with DDT, 


— fever, attempted transmis- 
sion to chimpanzees, 655 

— —, control with DDT, 338 

Phloridzin diabetes, 272 

Phobia, travel, analytical group 
treatment, 653 

Phonocardiography, modern, 
502* 

Phosgene, metabolism of lungs 
exposed to, 585 

— poisoning, experimental, 
effect of pressure breathing 
on pulmonary oedema of, 139 

— —, —, pathological anatomy 
in early and late phases, 138 

—-—,—, treatment by infu- 
sions, 585 

—-—, treatment by thymoxy- 
ethyldiethylamine, 138 

—, pulmonary effects, 22 

Phosphatase, acid, inhibition 
by formaldehyde, 258 
effect of penicillin 


on 
hepatic, 260 
—,—, localization in bones, 119 
— content of mast cells, 485 
—, demonstration in bacteria 
and true fungi by staining 
methods, 379 
—, serum ‘acid, determination, 


258 
Phosphate administration, pro- 
longed, effect on metabolism, 


232 

Phosphatides in liver, variations 
with changes in diet, 237 

Phosphorus compounds, alkyl- 
ated, inhibition of cholin- 
esterase activity of human 
blood plasma and erythrocyte 
stromata by, 465 

—, radioactive, in study of 
pineal body function, 187 

—,—,— treatment of chronic 
myelogenous leukaemia, 509 

Photo-electric counting of in- 
dividual microscopic plant and 
animal cells, 29 

Phthalylsulphathiazole in treat- 
ment of cholera, 321 

Physeptone action on ischae- 
mic pains of occlusive arterial 
diseases, 619 

—, acute vascular tolerance to, 
462 

—, local analgesic properties, 462 


— and morphine, comparative 
pharmacological actions of, 
238 


—, tolerance to and addiction 
liability of, 140 

Physical performance of child- 
ren in relation to maturity, 608 

Physiology, 5—10, 120—7, 232-7, 
344-56, 457-61, 567-73 

antagonism of 
curare action by, 129 

Pilocarpine hydrochloride, action 
on lungs in health and asthma, 


498 
Pineal body, 1 
— —, chemical 
cytology, 343 
— —, function, studies with aid 
of radioactive phosphorus, 187 
Pinta, blood serum in, electro- 
phoretic analysis of, 420 
Piperidine derivatives with mor- 
phine-like activity, 128 
Pirogoff, Nikolai Ivanovich, dis- 
coverer of rectal anaesthesia, 


7 
histology and 


224 
Pituitary, 186—7, 300, 414, 522-3 
— adrenocorticotropin, clinical 
studies with, 186 
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Pituitary, anterior, adrenocor- 
tical interrelationship, effect 
of inanition on, 523* 

—,— lobe extracts, and hypo- 
physectomy, effects on blood- 
sugar levels after alloxan, 52 

—,— —, nucleolar substance in, 
76 

—, hypophysectomy, 
diabetes after, 53 

—,—, and anterior lobe ex- 
tracts, éffects on blood-sugar 
levels after alloxan, 52 : 

— fossa, human, growth, 342 

—, gonadotropic function, effect 
of low-dosage x-ray treatment 
on, in mature and immature 
female rats, 592 

—,— —, progesterone and des- 
oxycorticosterone in steroid 
control of, 41 

— gonadotrophins during starva- 
tion, 76 

—, posterior lobe, blood vessels, 
nerve fibres and neurovascular 
zone of, histology of, 456 
— —, chemical histology and 
ey tology of, 343, 456 

Pityriasis rubra pilaris, effect of 
vitamin A in, 79 

2-Pivalyl-1,3-indandione, effec- 
tiveness against ticks and lice, 


alloxan 


247 

Placenta, chemical histology of 
mucopolysaccharides, glyco- 
gen, lipids, and acid phospha- 
tase of, 566 

—, transmission of diphtheria 
and staphylococcus antitoxins 
via, 492 

Plague, bubonic, rat control in 
outbreak in Malta, 453 

—,—, treatment by 
mycin, 578 

— control, use of DDT alone in, 
249 

—, experimental, treatment by 
streptomycin, 212 

—, human, treatment by strepto- 
mycin, 212 
—, pneumonic, in Rangoon, 547 

—,-—, prophylactic immuniza- 
tion and specific therapy, 661 

Planigraphy in diagnosis of 
bronchogenic carcinoma, 145 

Plasma, see Bl 

Plasmodium cathemerium 3H2, 
sporozoites of, infectivity ex- 
posed in vitro to hen and 
canary bloods, 327 

—  — infection in ducks, treat- 
ment by pamaquin naph- 
thoate, ‘‘ mepacrine’’, and 
quinine bisulphate, 669 

— cynomolgi, tissue forms of, 669 

— falciparum infections, game- 
tocytocidal action of paludrine 
on, 443 

— gallinaceum, acquired re- 
sistance to quinine in, 107 

— infections in chicks, sex 
of host as factor in, 442 

, technique of testing 
chemotherapeutic action on, 
219 

— vivax infections, homogeneity 
or heterogeneity acquired in 
highly endemic regions, 443 

Plasmoquine, see Pamaquin 

Pleura, effusion, early, in pul- 
monary embolism and pneu- 
monia cor bronchopneumonia, 
287 

—, pain in, relief by use of intra- 
venous calcium gluconate, 


515 

Pleurisy, idiopathic, fibrin web 
culture of tubercle _ bacilli 
from exudates in, 381 

Pleuropneumonia-like organism 
in mice, 42 

—-_—-—-, nasal transmission in 
mice and rats, 378 


strepto- 
/ 


SUBJECT INDEX 


Pneumo-lymphocytic syndromes, 


Pneumococcus, 
enzymes of, 242 

— infection, treatment with 4- 
amino - 4 - propylamino- 
diphenylsulphone alone and in 
combination with sulphadia- 
zine, 356 

—, quantitative effect of penicil- 
lin on, 467 

—, stepwise intratype trans- 
formation of, from R to S, 157 

Pneumoconiosis, benign, due to 
tin oxides, 340 

— due to tale in cosmetic in- 
dustry, 455 

—in New South Wales coal 
miners, 230 

Pneumoencephalography in diag- 
nosis of presenile dementias, 


drug-resistant 


429 

Pneumomediastinum, radio- 
graphical anatomy of thymus 
as shown by, 28 

Pneumomyelography, 
technique, 365 

Pneumonectomy, effect on ex- 
perimental renal hypertension, 
504 

Pneumonia and arthritis epi- 
demic in white mice, 319 


lumbar, 


— associated with epidemic 
respiratory infections, 287* 
—at Philadelphia General 


Hospital, 1936-46, 177 

—, atypical, primary, 151 
—,—,—, with positive cold 

agglutination reaction, 514 
—,—, —, clinical study, 630 
—, central nervous system in, 536 
— complicating pertussis, treat- 

ment by hyperimmune gamma 

globulin and_ sulpnadiazine, 


659 

—, endemic, caused by Rickettsia 
burnetii, 210 

— and erythema multiforme exu- 
association between, 


Fatal, after inhalation of glass 
dust, 230 

—., Friedlander’s, effect of strep- 
tomycin aerosol on, 578 

—,giant-cell, complicating 
measles, 68 

— in young children, oral peni- 
cillin treatment, 68 

—, lipid, simulating broncho- 
genic cancer, 403 

—, pneumococcal, experimental, 
treatment by penicillin aero- 
sol, 630 

—, —, type III, treatment, clini- 
cal evaluation of, 287 

—, treatment with oral penicil- 
lin, 68 

—, — — sulphamerazine, 177 

—, use of procaine penicillin G 
in oil in, 403 

Pneumoperitoneum and phrenic 
crush, dissociated paralysis of 
diaphragm following, 287 

Pneumothorax, artificial, survey 
of 150 inductions, 212 

—, clicking, 178 


—, intrathoracic electrocardio- 
graphy in patients with, 273 
—, spontaneous, benign idio- 

pathic, 515 


-, —, 100 cases of, 515 

Podophyllin, effect on tumour 
cells in tissue culture, 254 

— treatment of psoriasis, 304 

Podophyllotoxin treatment of 
condylomata acuminata, 525 

Poliomyelitis, 95-6, 319-21, 
434-5 

—, acute anterior, 
with curare and 
physical therapy, 96 

—,—, early symptoms and con- 
tact histories of, 320 


treatment 
intensive 
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Poliomyelitis and tonsillectomy, 


435 
—, anterior, discussion on, 320 
—,—, electromyography of 
paralysed and paretic muscles 


—, bladder paresis in, 
ment by ‘doryl”’ 
“* gynergen ”’, 541 

—., bulbar, treatment of, physio- 
logy of respiration applied to, 
434 

—, complement-fixation reaction 
in, 95 

—, fatal, changes in age selec- 
tion of, 450 

—, paralysis of bladder from, 
use of furmethide in, 354 

—, pre-paralytic stage and effect 
of physical activity on severity 
of paralysis, 320 

—, treatment aids to muscle 
re-education in, 655 

—, — with curare, 435 

— virus, cultivation in fertile 
eggs, 96 

——, distribution in 
associates of cases, 208 

— —,— — rural schools follow- 
ing epidemic, 541 

— —, moyise-adapted, neutrali- 
zation of, by human sera, 656 

— —, properties of human naso- 
pharyngeal secretions and 
b sera against, relation 
between, 656 

— —, recovery from throat, 95 

— — vaccine, mouse immuniza- 
tion tests with, 656 

— — —, preparation, 655 

Polyamines, inhibition of anti- 
bacterial activity of di- 
amidines by, 154 

Polyarthritis, ankylosing, chron- 
ic, operations on thymus and 
parathyroids in, 198 

—, chronic progressive, 
streptococcal 
530 

—,—, treatment gold, 
complications of, 423 

—, osteolytic, chronic progres- 
sive, 198 

—, rheumatic, treatment with 
acid azo compounds, 532 

—,—,— — “salazopyrin”, 


treat- 
and 


familial 


and 
agglutination, 


422 

Polycythaemia induced by lI- 
ascorbic acid in mice, 171 

Polydipsia, psychogenic, and 
diabetes insipidus, differential 
diagnosis of, 414 

Polymyxin, experimental 
clinical investigations, 472 

—, identity with aerosporin, 134 

Polyneuritis, bronchial carci- 
noma presenting as, 178 

—, diphtheritic, in the Far East, 


and 


437 

— due to tricresylphosphate, 247 

Polyp, gastric, 181* 

Polysaccharides, bacterial, ad- 
sorption to erythrocytes , 623 

Porencephaly, electroencephalo- 
gram in, 89 

Porphyria and dermatoses, 77 

—, chronic, associated with re- 
current jaundice, 500 

—, treatment with folic acid, 
613 

Porphyrin metabolism 1n experi- 
mental lead poisoning, 359 

— in lead-poisoned dogs, 473 

Posture, cardiovascular 
sponse to, 232 

—, effect on electrocardiogram, 
615 

— of limbs, influence of altera- 
tions in, on cortically induced 
movements, 573 

Potassium arsenate, develop- 
ment of bacterial resistance to, 
14 


693 


Potassium cellular, transfer of, 


375, 

—., effect on ventricular deflec- 
tions of the electrocardiogram 
in hypertension, 504 

— in cerebrospinal fluid, 10* 

— ions, influence on toxicity of 
ouabain, 11 

—, renal excretion of, 461 

—, — tubular secretion of, 461 

-- thiocyanate treatment of 
hypertension, occurrence of 
osteoporosis during, 620 

—-—-—-— hypertension, 
essential, 59 

Potency, sexual, male, relation 
of nutritional deficiency to, 
237 

Pottery workers, effect of use of 
calcined alumina on health of, 


565 

Pregnancy, blood in, histamino- 
lytic action of, 233 

—, erythrocyte sedimentation 
rate during, 38 

—, isolation of oestrone from 
bile in, in cows, 29 

—, megaloblastic anaemia of, 
625 

—in rheumatic heart disease, 
prognosis, 275 

—, sulphonamide metabolism in, 
20 

—, virus diseases in, effect on 
foetus, 432 

Pregnanediol in human urine, 
quantitative determination of 
small amounts, 187 

Pressure, atmospheric, increased, 
influence on haematopoiesis, 
508 

—,—, reduced, pulse rate re- 
sponses to acceleration under, 

Primulin, use in fluorescent 
staining, 448 

Procaine, action on excitability 
of skeletal muscle and of 
nerve, 462 

—, combination with penicillin, 
biological activity in vitro, 137 

—,——-— G for prolongation 
of blood penicillin level, 136 

—, intravenous, in treatment of 
toxaemic gastro-enteritis in 
infancy, 386 

—,—, preponderance of anti- 
adrenaline effect over anti- 
acetylcholine effect in, 574 

— penicillin G, prolongation of 
action of penicillin with, 17 

Progesterone, effect on ageing in 
female rats, 350 

—, inhibiting effect on oestrogen- 
induced tissue growth, 521 

Promin ”’, see Sulphone 

“Promizole’’ in miliary tuber- 
culosis, 215 

Propamidine as preventive 
against human trypanosomia- 
sis, 221 

—in human_ trypanosomiasis, 
curative and preventive action, 
221 

Propionate-—caprylate mixtures, 
fungistatic properties, 78 

isoPropy] alcohol, anticonvulsant 
action, 239 

isoPropyladrenaline, see ‘‘Aleu- 
drine’’ 

Propylene dichloride, toxicology 
of, 474 

pe dipropionate in treat- 
ment of cutaneous fungus dis- 
eases, 415 

6-Propylthiouracil in treatment 
of periodic paralysis associated 
with exophthalmic goitre, 76 

—, pre-surgical and _ medical 
management of thyrotoxicosis 
with, 185 

Prostate, quality of, in response 
to oestrogen, 522 


694 


Prostate, hypertrophy, genesis 
of, investigation by analysis of 
morphology of pituitary, 637 

Prostigmin, see Neostigmine 

Protamine zinc insulin mixed 
with soluble insulin in treat- 
ment of diabetes mellitus, 501 

Protein, animal, rehabilitation 
of the malnourished child by, 


159 

— catabolism in uraemia, effects 
of protein-free diet, infections, 
and blood transfusion on, 309 

— content of blood in thrombo- 
angiitis obliterans, 61 

— deficiency, effect on response 
to infection, 368 

— —, treatment 
serum, 388 

— —, — of anaemia due to, 172 

— diet, effect on regeneration of 
liver protein, 236 

—-—, low, supplemented by 
choline and cholesterol, in- 
fluence on blood fat level, 461 

— —, restricted, effects in young 
men, 571 

— —, role in experimental liver 
regeneration, 236 

—, dietary, effect on plasma 
specific gravity, plasma pro- 
tein, and haematocrit value, 


by human 


485 

— hydrolysate, intravenous, 
tolerance to, in severe liver 
cirrhosis, 292 

— —, parenteral, utilization of, 


9 
—-— therapy in peptic ulcer, 
288 


— hydrolysis in cartilage and 
bone, 480 

— intake, variation of, effect on 
Theiler’s encephalomyelitis of 
mice, 41 

—, intracellular determination 
by x-ray microspectrography, 


342 

—, iodinated, biological activity 
of, 637 

— metabolism, dynamics of, 269 

—, plasma, effect of repletion on, 
122 

—,—, fractionation in hyper- 
proteinaemia, 260 

—, —, in health, 260 

—, relation between level of 
intake and rate of utilization 
by protein-depleted men and 
rats, 269 

—, serum, relation to oedema in 
starvation, 69 

—, specific dynamic action, in- 
fluence of vitamin E on, 459 

—, storage effect of insulin on, 
510 

—, utilization for tissue synthesis 
in protein deficiency, influence 
of protein and caloric intakes 
on, 269 

—, vegetable, rehabilitation of 
the malnourished child by, 159 

Proteinase production by haemo- 
lytic streptococci in various 
clinical conditions, 491 

Proteinuria following exposure 
to cadmium and nickel dust, 


141 

Prothrombin activity of stored 
human blood, 586 

— complex, components of, 121 

— concentration, estimation of, 
thromboplastic factors in, 377 

— conversion factor of dicou- 
marol plasma, 285 

— determination in 
coronary occlusion, 57 

—estimation by Quick and 
Russell viper-venom methods, 
effect of dicoumarol on, 38 

— response to large doses of 
vitamin K as liver function 
test, 377 


acute 
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Prothrombin time, effect of 
vitamin K on, 398 

—-— in thrombo-angiitis obli- 
terans, 61 

— values in liver disease and 
jaundice, 519 

Protozoa, 382-3 

—,action of pigment from 
Aspergillus niger on, 554 

Protozoal infections, 553-5, 
667-8 

Prurigo, Besnier’s, treatment by 
vitamin B, 639 

Pruritus in diabetes mellitus, 
experimental study, 501 

—, pyribenzamine hydrochloride 
iontophoresis in, 303 

Pseudo-epitheliomatous hyper- 
plasia due to granuloma in- 
guinale, 194* 

Pseudomonas aeruginosa, de- 
pendence on streptomycin, 19 

— —, serology, 490 

Psittacosis virus, experimental 
infection with, effect of 
“chloro-mycetin” on, 472 

Psoriasis treated by podophyllin, 


304 

Psychiatry, 93, 203-4, 317-18, 
429-31, 535-40, 652-4 

Psychoneurosis, encephalo- 
graphic studies of, 652 

—, peptic ulcer and neuro- 
circulatory asthenia, symptom 
complex of, 392 

—, treatment by insulin sub- 
shock, 654 

Psychopaths, criminal, 
ment in Denmark, 588 

—, Schneider’s classification of, 


treat- 


52 

Psychoses among chronic sick in 
hospital, 652 

— associated with mepacrine 
administration, 203 

—, involutional, course when 
untreated and when treated 
with electric shock, 652 

—, treatment by electroshock, 
539 


—,— — insulin coma, 540 
—,—-— — subshock, 654 
—, — — mixed insulin and elec- 


tric convulsion therapy, 204 

Pteroic acid, urinary excretion 
studies following administra- 
tion of, 133 

Pteroylglutamic acid, see Folic 
acid 

Puberty growth of boys, 266 

Public health, 1-3, 113-17, 225-— 
30, 337-41, 449-55, 561-5 

Puerperium, sulphonamide meta- 
bolism in, 20 

Pulse after exercise in peripheral 
vascular disease and coarcta- 
tion of aorta, 169 

— rate responses to acceleration 


under reduced barometric 
pressure, 344 
Purpura, anaphylactoid, see 


Schoenlein—Henoch syndrome 

—, thrombocytopenic, diagnosis 
of, 170 

—,—, treatment with glycocoll, 
ascorbic acid, and calcium, 284 

—, vascular, Henoch-Schoenlein 
syndrome, 285 

Pyelography, excretory, effective 
compression in, 591 

Pyopneumothorax, clinical radio- 
logy of, 27 

** Pyramidon ”’, see Amidopyrine 

Pyranisamine maleate, see Anthi- 
san 

Pyrexia, heat, experimental, 
mechanism and treatment of, 
161 

—, physically induced, effect on 
gastric acidity, 516 

Pyribenzamine, effect on Arthus 
reaction and bacterial allergic 
reactions, 271 
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Pyribenzamine, effect on response 
of asthmatics to inhalation of 
pollen extracts, 50 

— hydrochloride, iontophoresis 
in pruritus, 303 

—, inhibition of sunburn with, 
303 

—, toxic manifestations, com- 
parison with those of “ ben- 
adryl’’, 611 

—, treatment of allergic dis- 
orders, 163 

Pyridine, action on  neuro- 
muscular transmission, 465 

— -3-carbonyl - hydroxymethyl- 
amide, see Bilamid 

— -3-carboxylic acid derivatives, 
action on neuromuscular trans- 
mission, 465 

—, role in mechanisms of liver 
and kidney injury, 73 

Pyridoxine deficiency, effect on 
circulating antibodies, 9 


Q fever, complement-fixing anti- 
bodies in meat packers, 435 
— —, experimental, action of 
streptomycin in, 210 

— — in Morocco, virus of, 210 

— — — Switzerland, 210 

——, persistence of comple- 
ment-fixing antibodies after 
naturally acquired infection, 
436 

recovery of Rickettsia 
burnetii from raw milk in, 452 

Queensland fever, see Q fever 

Quinacrine, see Mepacrine 

Quinidine sulphate, effect on the 
heart and concentration in 
blood plasma, correlation be- 
tween, 275 

— — in chronic auricular fibril- 
lation, 56 

Quinine bisulphate in treatment 
of Plasmodium cathemerium 
infection in ducks, 669 

—, effectiveness in falciparum 
malaria, comparison with 
mepacrine, 670 

—, efficacy in treatment of 
quartan malaria, 328 

—, intravenous, in treatment of 
acute falciparum malaria, 557 

—, physiological action on spon- 
taneous contractions of rest- 
ing muscles, 422 

— plus pamaquin in treatment 
of benign tertian malaria, 669 

— resistance, acquired, in Plase 
modium gallinaceum, 107 

Quinone derivatives treat- 
ment of superficial mycosis, 
188 


Rabbit plague, 95 

Rabies from wolf-bite, effective- 
ness of Pasteur’s method of 
immunization, 208 


—treatment, evaluation of 
methods, 319 

— vaccination, evaluation in 
dogs, 115 


Radiculitis simulating coronary 
occlusion, 166 

Radioactive elements, distribu- 
tion in tissues, 30 

— isotopes, direct infiltration as 
means of delivering ionizing 
radiation to discrete tissues, 


144 

Radiology, 25-8, 144-5, 250-1, 
365-7, 590-3, 476-7 

Radiomanometry in study of 
action of histamine on human 
biliary passages, 519 

Radiotherapy, and atomic and 
molecular physics of living 
cells, 28* 


Radiotherapy, value of platelet 
counts in, 250 
Radium therapy, 

protection in, 251 
Rape, attempted, examination 
of genitalia in, 589* 
Raphanin, new antibiotic, 20 
Rat control in plague outbreak 
in Malta, 453 
—, toxicity of “ castrix” for, 


gamma-ray 


339 

Rayon industry, carbon disul- 
‘hide poisoning in, 142 

Rectum, calcium absorption 
from, quantitative demonstra- 
tion, 575 

—, examination in infants and 
children, 494* 

— infection in female gonor- 
rhoea, 527 

Regurgitation, duodenal, in gas- 
tric physiology and pathology, 

2 


63 
Reiter’s disease, aetiology, 112 
— —, nine cases of, 559 
Relapsing fever, diagnosis, com- 
plement-fixation test for, 217 
— —, louse-borne, in Persia, 326 
— —, ocular complications, 326 


—-—,, sterile splenic abscess 
after, 551 
Renin-hypertensin hypothesis 


for hypertension, limitations 
of, 506 

— in blood of normal and hyper- 
tensive rats, 278 

— — plasma, detection of small 
quantities, 278 

Reproductive system, effect of 
liver cirrhosis on, in male rat, 
72 

Respiration, artificial, with 
Burns resuscitator, 7 

—,—,— intermittent positive- 
pressure respirator, 5 

—, changes caused by barbi- 
turate narcosis, 462 

—, — in experimental pulmon- 
ary congestion, 502 

—, difficult, in infant, due to 
receding chin and glossoptosis, 
610 ‘ 

—, physiology of, applied to 
treatment of bulbar polio- 
myelitis, 434 

Respiratory disease, aerosol] 
therapy of, 66 

—-—, control by oil treatment 
of floors and bedding, 115 

— — in Army recruits, 66, 67 

— infections, acute, pneu- 
monias associated with, 287* 

— system, disorders of, 66-8, 
176-8, 286-7, 402-4, 513-15, 
628-30 

— —, physiology of, 5-7, 233-5 

— tract, acute infections, effect 
of small doses of sulpha- 
diazine on, 402 

Reticulocytosis, effect of dis- 
continuous x-ray therapy on, 


476 

Reticulo-endothelial cells, reac- 
tion to toxic antigens and 
infection, 146 

— disease, manifold manifesta- 
tions of, 510 

— system, 171 

Reticulo-endotheliosis, clinical 
features and differential diag- 
nosis, 171 

Reticuloses, antibody response 
in, 606 

Retinopathy in diabetes mellitus, 
rutin therapy, 272 

Retrocardiac shadow, differential 
diagnosis, 27 

Rh factor, see Blood groups 

‘Rheumatism, acute, 233, 672 

—,—, anaphylactic lesions of 
coronary artery in, 34 

—,—, coronary lesions in, 559 

—, —, cutaneous nodules in, 599 


Rheumatism, acute, due to ton- 
sillar infection, 111 

—, —, epidemiological study of 
757 cases, III 

—, —, experimental, pathogene- 
sis of, 223 

‘—, —, familial incidence, 559 

—,—, latent rheumatic myo- 
carditis in, 112 

—,—, liver changes in 36 

—,—, recurrent, prophylaxis 
with oral penicillin, 112 

to experi- 
mental serum carditis, 223 

—,—, treatment by p-amino- 
benzoic acid, 672 

—,—, — — benadryl, 336 

oral penicillin, re- 
sistant haemolytic streptococci 
in, 336 

—,—,—— sodium salicylate, 
672 

— and tuberculosis, 86 

—, collodion reaction in, 530 

—, diagnosis, Mester’s reaction 
and modifications in, 448 

—, glucuronic acid deficiency in, 
8 


7 

—, infective, deforming, with 
reaction in spleen and lymph 
nodes, 197 

—, inflammatory, chronic, treat- 
ment by copper injections, 531 

—, stigmata, in apparently non- 
rheumatic hearts, 223 

—, treatment with amidopyrine, 
12 


—,— — sex hormones, 421 
—, xiphoid, 197 
Rhinitis, allergic, comparative 


studies of antihistamine drugs 
in treatment of, 497 
—, vasomotor, x-ray therapy of, 


144 

Ribonucleic acid content of 
thyroid after thiouracil, 185 

Rice diet in treatment of hyper- 
tensive vascular disease, 277 

Rickets, Fanconi syndrome, 52 

—, severe, treatment by organic 
acids and their salts, 610 

— treated by massive and re- 
peated average doses of vita- 
min D>, 268 

Rickettsia burneti, action of 
streptomycin on, 210 

——, recovery from raw milk, 
452 

— prowazeki, louse-borne, 
morphology of, 41 

Rickettsiae, typhus, multiplica- 
tion of, effect of enzyme in- 
hibitors and activators on, 544 

Rickettsial 96-8, 
208-10, 435-6, 543-5 

— — transmitted by ticks in 
East Africa, 97 

Rickettsialpox, skin — in, 
histopathology, 20 

Rift Valley fever wun, immuno- 
logical investigation of, 543 

Ringworm, see Tinea 

Rokitansky — Aschoff 
visualization 
graphy, 28 

Rooms, factors affecting 
warmth, comfort, and 
stuffiness in, 225 

Rorschach intellectual indicators 
in neurotics, 429 

— study of prejudiced person- 
ality, 318 

— test after amphetamine shock 
in diagnosis of schizophrenia, 


nodules, 
in cholecysto- 


430 
Rubber, synthetic, hair loss in 
manufacture of, 565 


Rubella in pregnancy as cause of: 


congenital cataract and other 
congenital malformations, 267 
Rutin therapy for increased 
capillary fragility and retino- 
pathy in diabetes mellitus, 272 
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“Salazopyrin” in treatment of 
rheumatic polyarthritis, 422, 


532 

Salicil, fungistatic properties, 79 

Salicylate, absorption and excre- 
tion in children, 267 

—, effect on Arthus reaction and 
bacterial allergic reactions, 
271 

—, inhibition of hyaluronidase 
in vitro by, failure of, 128 

— level in blood as basis of 
treatment in acute rheumatic 
endocarditis, 336 

— therapy, massive, altered 
response to intramuscular in- 
jection of typhoid vaccine 
during, 158 

— tolerance and toxicity in 
children, 607 

Salicylic acid-azosulphapyridine 
compound, see “ Salazopyrin ” 

— — and derivatives, biochemi- 
cal studies of, 463 

azo compounds of, with 
sulphonamides, therapeutic 
effect, 575 

Salivary glands, role in “ alarm 
reaction ”’, 594 

Salmonella causing 
food poisoning in man, 548 

— enteritidis epidemic in in- 
fants, 99 

Salmonellosis, 72 

—-, detection, comparative effi- 
ciency of rectal swabs and 
faecal specimens in, 658 

—, epidemic in infants, 99 

—, human, possible relation to 
Salmonella from dogs, 382 

—, morphology of intestine in 
guinea-pigs and mice, 373 

Salt, see Sodium chloride 

Salts, alkaline, and hypervita- 
minosis D, metastatic calcifi- 
cation produced in dogs by, 


569 

Sandfly fever, see Phlebotomus 
fever 

Santoquine, renal excretion of, 
influence of orally administered 
alkali and acid on, 107 

Saponaria root as abortifacient, 
death of foetus following, 363 

Sarcoidosis as a manifestation of 
tuberculosis, 325 

—, calc1um- -binding property of 
plasma proteins in, 376 

—, Kveim reaction in, 304, 325, 
510 

—and occurrence of minute 
mineral particles, 601 

—, nitrogen mustard treatment, 
171 

Sarcoma, benzpyrene-induced, 
in rat, influence of androgen 
and oestrogen on, 32 

—, Galliera rat, effect of oestro- 
gens on growth of, 368, 369 

—, mouse, effect of B. prodi- 
_ oe polysaccharide on, 33 

—,— — deposition of liver 

gly cogen, 30 
—, rat, experimental, mast cells 
in, 596 

_, Rous, effect of folic acid and 
its antagonists on, 599 

—, subcutaneous implantation 
in mice with hydrocarbon— 
cholesterol pellets, 34 

Scabies, benzyl - benzoate-tyro- 
thricin preparation for, 78 

—, ‘“‘gammexane”’ treatment, 


415 

Scarlet fever, growth of haemo- 
lytic and pleomorphic strepto- 
cocci in mouth in, 380 

— — immunization, reversal of 
reactions to Dick test through 
use of new type of antigen, 227 

— —, — with tannic-acid - pre- 
cipitated erythrogenic toxin, 


437 
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Scarlet fever, penicillin treat- 
ment, 210, 211 
— — with otitis, 
* 
Schem regimen in treatment of 
congestive heart failure, 619 
Schistosoma douthitti, cercariae 
of, effectiveness of ointments 
and fabrics as barriers to, 
method of testing, 334 

-— japonicum, cercariae of, long- 
evity of, in saline solutions, 334 

— —, possible snail hosts of, in 
United States, 335 

— mansoni, cercariae of, effects 
of DDT on, 334 

Schistosomiasis, cerebral, 222 

— japonica control, chemical 
impregnation of uniform cloth 
Im, 335 

——-—,repellents and repel- 
lent ointments in, 335 

— — —, saline solutions in, 334 

— —, diagnosis by rectal crypt 
aspiration, 334 

— mansoni, earliest stages of, 
effect of drugs on, in mice, 334 

Schizophrenia, chronic, effective- 
ness of prefrontal leucotomy 
in, 654 

—, diagnosis by amphetamine 
shock, 430 

—, effects of intravenous insulin 
shock treatment, 93 

—, endocrinology of, 540* 

—, “insulin inhibition ” in, 653 

—, possible serum toxicity in, 
653 

—, prognosis with modern treat- 
ment, 203 

—, pupillary abnormalities in, 
65 


penicillin in, 


3 
—, retardation of carbohydrate 
metabolism in blood in, 538 
Schneider’s classification of psy- 
chopaths, 652 


Schoenlein-Henoch syndrome, 
285, 509 ; 
Sclera, metastatic calcification 


following use of vitamin D in 
treatment of rheumatoid 
arthritis, 312 

Sclerosis, amyotrophic lateral, 
clinical features of, 537 

—, disseminated, aetiology and 
pathogenesis, 89 

—,—, relation of personality 
problems to onset and pro- 
gress of, 314 

—,—,supravital analysis of 
cerebral v ascular permeability 
in, 426 

—, —, treatment by tetraethyl- 
ammonium chloride, 534 

Scopolamine, influence on cen- 
tral effects of ditsopropyl- 
fluorophosphonate, 466 

Scorpion venoms, comparative 
toxicity of different species of, 
671 

Scrotum, deficiency dermatitis 
of, in P.o.W.s in the Far East, 
501 

Scurvy, genesis of, 163 


Sea water, viability of V. 
cholerae in, 666 
Sedulon ”’, evaluation of seda- 


tive effect of, 574 

Selenium burn of eye, 229 

Semen, fructose and fructolysis 
in, in relation to fertility, 461 

Sensation, dissociation of, in 
tabes dorsalis, 315 

Sepsis, anaemia associated with, 
624 

Septicaemia, meningococcal, 
without meningitis, 211 

Septum pellucidum, widened, 
significance of, 145 

Serratia marcescens polysac- 
charides, degenerative changes 
in tumour cells induced by, 
596 


695 


Serum, see Blood serum 

Sewage, viability of V. cholerae 
in sea water, 666 

Sex factor in transplantation of 
mammary tumours, 148 

—of host as factor in Plas- 
modium gallinaceum infections 
in chicks, 442 

—ratio, relation to _ social- 
economic conditions, 453 

Shigella alkalescens, haemag- 
glutination by, 383 

— paradysenteriae, type trans- 
formation, experimental, 42 

Shock, anaphylactic, reaction of 
reticulo-endothelial cells in, 
145 

—, anoxia and the liver in, 518 
—, electric, disturbances’ of 
cortical function after, 653 

—,—, influence on reactivity of 
sympathetico- -adrenal system, 


573 
—, histamine, effect of desoxy- 
corticosterone and _ antihist- 
aminic drugs on, in adrenal- 
ectomized guinea-pig, 465 
—,role ot salivary glands in 


“alarm reaction” to, 594 

— therapy, electric, cardio- 
vascular changes following, 
616 


——,—, complicated bi- 
lateral fracture of neck of 
femur, 93 

——,—, course of involutional 
psychosis under, 652 

— —, —, effect of ‘‘ parpanit”’ 
on convulsion in, 540 

— —, —, haemoconcentration 
after, in man, 431 

——,—, in treatment of psy- 
choses, 539 

——,—, intensified, in treat- 
ment of mental disorders, 539 

— —, five years after, 204 

— —, insulin, effect on gastric 
secretion in hypoglycaemia 
produced during, 289 

——,—sub-, in treatment of 
psychoses and psychoneuroses, 
645 

— —, mixed insulin and electric 
in psychoses, 


papilloma, influence of 
sulphonamides on develop- 
ment of, in rabbits, 478 

Siderosis, pulmonary, in silver 
finishers, 3 

—, welders’, clearing of #-ray 
shadows in, 455 

Silicone surfaces and plasma 
clotting, 484* 

Sili¢osis, 4 

— in a quartz mine, 117 

—lesions, development in 
workers removed from dust 
contact, 117 
—, pulmonary hilum in, radio- 
logical study, 340 

Silver absorption causing dis- 
coloration of skin, problems 
of, 256 

— workers, pulmonary argyro- 
siderosis in, 3 


Sinusitis, sphenoidal, diabetes 
insipidus due to, 637 
Skeletal system, diseases of, 


histamine treatment, 530 

Skeleton, changes in, in rats 
thyroidectomized on day of 
birth, 296* 

Skin, absorption by, variations 
with age, 574 

— arterioles in 
hypertension, 278 

—carcinoma, mitosis rhythm 
in, under influence of Chaoul’s 
contact therapy, 251 

—carriage of Staphylococcus 
aureus during penicillin treat- 
ment, 244 


essential 


696 


Skin changes in dementia 
praecox, 93 

— cooling, causes of, in pressure 
breathing, deep inspiration 
and deep expiration, 233 

— discoloration due to abso 
tion of silver, problems of, 256 

— diseases, riboflavin in, 638 
—, yeast, tyrothricin, chloro- 
phyll, and nitrofurazone treat- 
ment, 638 

—, effect of nutritional disorders 
on, 77 

— extracts, histaminolytic activ- 
ity of, 272 

— fluorescence, inhibition of 
histamine-induced, in human 
subjects, 162 

—, hyperalgesia of, related re- 
actions to, 573 

_, irradiation with deuterons, 
e ffect of, 

threshold of re- 
action of, effect of eczematous 
sensitization on, 524 

— lesions in rickettsialpox, histo- 
pathology of, 209 

— —of monocytic leukaemia, 
281 

changes, occupa- 
tional, 

to histamine intro- 
duced by electrophoretic tech- 
nique, 303 

— sarcoma after x-ray therapy, 
304 

— sensitization, spread of ecze- 
ma due to, 188 

— — to BAL, 140 

—, tissue changes during life, 
188 

— tolerance, high, to super- 
voltage x rays, physical basis 
for, 591 

— tuberculosis treated with 
vitamin D, 416 

—,tuberculous manifestations 
in, retrogression in progressive 
pulmonary tuberculosis, 665 

— tumours, induction by 
benzpyrene, influence of BAL 
on, 59 

Skull, atlanto-occipital fusion, 
ossiculum terminale and occi- 
pital vertebra, relation to basi- 
lar impression, 366 

— in congenital syphilis in early 
infancy, destructive changes 
in, 641 

Sleep, relation of periodicity of 
epileptic attacks to, 650 

Sleeping sickness, see Trypano- 
somiasis 

Smallpox diagnosis, use of elec- 
tron microscope in 378 

— epidemics in tropics, fore- 
casting based on _ previous 
climatic data, 564 

—, outbreak in Staffordshire, 
1947, 206 

Smell, acuity of, influence of 
amphetamine sulphate’ on, 
400 

SN 13,592, toxicity and pharm- 
acology of 467 

Snake-bite, interval between in- 
jection of and effect of anti- 
scorpion serum, 140 

Sodium p-aminobenzoic acid, 
bacteriostatic action, 358 

—  amytal, intravenous, action, 
129 

— ascorbate, adrenaline-poten- 
tiating effect in allergy, 271 

— benzoate, action on excita- 
bility of ‘skeletal muscle and 
of nerve, 462 

— —, effect on salicylate level 
in blood in treatment of acute 
rheumatic endocarditis, 336 

— bicarbonate administration 

to prevent dilution acidosis, 

497 
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Sodium bicarbonate, effect on 
salicylate level in blood in 
treatment of acute rheumatic 
endocarditis, 336 

——, isotonic, intra-articular 
injection in arthritis, 311 

—, biological decay periods in 
health and disease, 368 

— carboxymethylcellulose, laxa- 
tive effects, 517 

—, cellular, transfer of, 375 

— chlorate poisoning, 360 

— chloride, effect on strepto- 
mycin activity, 358 

— —, hypertonic, intravenous, 
in treatment of arteriosclerosis 
obliterans of legs, causing 
myocardial infarction, 503 

—-—,, relation to hypertension, 
60 

— citrate in treatment of lead 
encephalopathy, 140 

— —, stabilization of, penicillin- 
salt solutions with, 582 

— excretion, premortal increase 
in fasting rats, 123 

—-—,total renal, and urine 
volume, during water diuresis, 
643 

— fluoride in prophylaxis of 
caries, 2 

—loss induced by desoxy- 
corticosterone acetate in myo- 
tonic dystrophy, 410 

—, low, diet, 55 

—nicotinate in treatment of 
headache, 316 

— nucleinate, 
action of, 357 

— phosphate, effect on diabetic 
acidosis, 164 

-, radioactive, as guide to 
efficacy of drugs used in 
diseases of peripheral vascular 
system, 169 

—, —, effects on leukaemia and 
allied diseases, 627 

—,—,rate of disappearance 
from body in health and dis- 
ease, 368 

—,—, use in determining site of 
retention of aerosols in respi- 
ratory tract, 67 

—,reabsorption and excretion 
by kidneys in congestive heart 
failure, 274 

— salicylate, action on excita- 
bility of skeletal muscle and 
of nerve, 462 ; 

antagonistic action on 
vitamin kK, 13 

— —, antihistamine effect, bear- 
ing on skin-diffusing activity 
of hyaluronidase, 128 

— —, effect on production and 
excretion of uric acid and 
allantoin in rat, 239 

—w— therapy of acute rheu- 
matism, 672 

—-—-—, toxic manifestations, 
672 

—tetrathionate, influence on 
rate of blood flow to digits, 


ant i-penicillin 


621 

Soil, DDT and benzene hexa- 
chloride in, persistence of, 248 

“Solvecillin’’ as vehicle for 
intramuscular injection of 
penicillin, 135 

Soy-bean phosphatides, emulsi- 
fiers for intravenous fat 
emulsions, 126 

Spasticity, treatment by curare 
in oil, 200 

Speransky’s spinal pumping 


treatment of infectious 
arthritis, 87, 88, 423 
Spermatogenesis, cytoplasmic 


components of germ-cells 
during, 118 

—in a “ pan-hypopituitary ” 
eunuchoid as result of testo- 


sterone therapy, 300 
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Spermatogeneses of oligospermic 
men, variations in, 232 

Spermatozoa, bovine, action of 
streptomycin on, 244 

—, hyaluronidase content, vis- 
cosimetric determination of, 
127 
rabbit, motility and viability 
of, at different hydrogen ion 
concentrations, 127* 

—, survival in guinea-pig, action 
of penicillin and  sulphon- 
amides on, 137 

Sphincter of Oddi, pharmacology 


of, 72 

Spinal cord, 314-15 

combined subacute de- 
generation, in pernicious 
anaemia following folic acid 
therapy, 175 

— —, compression, intermittent, 
congenital cyst of spinal 
meninges as cause Of, 314 

—w—lesions in cerebrospinal 
fever, 547 

— —, spheno-occipital chordo- 
mata, 202 

——, transection, complete, 
occurrence of extensor spasm 
in, 425 

—_— fluid in cryptogenic epilepsy, 
202* 

—nerve root pain simulating 
coronary occlusion, 166 

Spine, dorsal region, recurrent 
arachnoiditis in, 315 

—, intervertebral disk, pain 
pathways in herniated, 426 

—, lumbar pneumomyelography, 
technique, 365 

—, osteochondritis juvenilis of, 
social and nutritional factors 
in, 646 

—, subarachnoid space, partial 
occlusion with subarachnoid 
haemorrhage, 425 

—, tumours, x-ray diagnosis in 
children, 367 

Spirochaeta pallida, see Trepo- 
nema pallidum 

infections, 217, 
326-8, 

Spleen, see a Hypersplenism 

—,carcinomatous spread to, 
relation to generalized meta- 
stasis, 601 

—,enlargement, in deforming 
infective rheumatism, 197 

—, —, leucopenic, with atrophic 
arthritis, 86 

—,—, pathology, 480 

— extract and tumour growth, 
31 

—, sterile abscess of, after 
relapsing fever, 551 

Splenectomy in cryptogenic ac- 
quired haemolytic anaemias, 


63 
Spondylitis, ankylosing, 311 
—,—, diagnosis and treatment, 


—, —, x-ray therapy, 88 

— due to brucellosis, 215, 216 

Spore germination in Clostridium 
botulinum, quantitative study, 
156 

Sporosarcina ureae prepara- 
tion, effect on tumour cells, 31 

Sprue, chylomicron count in, 
182 


—, gastrointestinal defects in, 
influence of folic acid on, 407 

—, non-tropical, and uraemia, 71 

—,—syndrome with unusual 
neurological and psychiatric 
picture, 71 

— syndrome, blood and bone 
marrow in, 633 

Staining, fluorescent, of Para- 
coccidioides brasiliensis, 447 

—, —, with primulin, 448 

— of enterochromaffin cells by 
methenamine-silver, 253 


Staphylocoagulase, activation of, 
157 

— production, relation to clinical 
source of organism, 492 

—, reaction with components of 
human plasma, 380 

Staphylococcal antitoxins in 
human sera, transmission via 
placenta and_ elimination 
during lactation, 492 

Staphylococcus aureus, effect of 
aromatic diamidines on growth 
of, 154 

— —, glutamine antimetabolite 
for, 492 

—-—,nose and skin carriage 
during penicillin treatment, 
244 

—-—, wounds infected with, 
action of phenyl mercury 
penicillate on, 136 

— food poisoning, relation of 
cooking procedures to, 2 

—, penicillin-resistant, quanti- 
tative sensitization of, 582 

— pyogenes, serological types of, 
in sycosis barbae, compared 
with those isolated from nose 
and skin, 416 

—, quantitative effect of peni- 
cillin on, 467 

—, toxin production quanti- 
tative, by, in relation to 
clinical source of organism, 


492 
—, typing of, by means of 
bacteriophage, 604 
Starvation, effect on anterior 
pituitary-adrenocortical inter- 
relationship in guinea-pigs, 
523* 


—,—-—pituitary gonadotro- 
phins, 76 

—,—-— sex hormones in male, 
521 


—, glucose metabolism in, 572 
—, semi-, experimental neurosis 
resulting from, in man, 430 
—, —, faintness and syncope in, 
and cardiovascular response 
to posture, 232 

—, severe, gynaecomastia follow- 
ing, 500 

—, slow, blood sugar levels in, 

* 

Steatorrhoea, 
xylose in, 406 

—, chylomicron count in, 182 

—, idiopathic, haematology of, 
182 

—in children, absorption of 
orally administered emulsified 
lipid in, 386 

Stenosis, experimental, of pul- 
monary artery, 276 

—, mitral, development of, 276 

—, —, electrocardiogram in, 276 

Sternal puncture in diagnosis 
of malaria, 668 

Steroids, neutral, in urine, 635 

Stevens— Johnson syndrome and 
pneumonia, association be- 
tween, 558 

— — —, relation of an eruptive 
fever involving skin and 
mucous membranes to, 559 

Stibanose treatment of granu- 
loma fungoides, tumour stage, 


absorption of 


190 

Stibophen, effect on electro- 
cardiogram, 55 

Stilbamidine treatment of co- 
existing multiple myeloma and 
Paget’s disease of bone, 532 

— — of visceral infantile leish- 
maniasis, 331 

Stilboestrol, effect on mouse 
tumours, 31 

—,— on testis of rat, 187 

— glucuronide, isolation and 
properties, 521 

urinary elimination in 
animals, 636 


|| 
| 
7 
| 
‘ 
| 
| | 
| 
| 
| 
| | 
| 
pe 
4 | | | 
; 
| 


Stilboestrol metabolism in man, 
120 

— monoglucuronide, isolation 
from human urine, 569 

— therapy, behaviour of skin 
capillaries in, 298 

Still’s syndrome in adults, 197 

Stokes-Adams syndrome, newer 
concept of, 395 

Stomach, 70-1, 179-82, 288-90, 
405-7, 516-17 

—, acidity, effect of physically 
induced pyrexia on, 516 

—, carcinoma, in Addison’s dis- 
ease, 71 

—,—, liver arginase and cata- 
lase in, 33 

—,—, relation to chronic gastric 
ulcer, 631 

—, carbon dioxide tension of, 
inverse relationship to hy- 
drochloric acid secretion, 8 

—, dilatation, acute, x-ray diag- 
nosis, 366 

—, luetic lesions in late acquired 
syphilis, gastroscopic appear- 
ance of, 516 

—, motility, effect of some com- 
mon gastric drugs on, 631 

—, mucin, quantitative estima- 
tion, 406 

—, mucosa, gastroscopic ap- 
pearance of, before and after 
vagotomy, 406 

—, —, motility in dogs, 516 

—,—, prolapse through pyloric 
canal into duodenum, x-ray 
diagnosis, 516 
—, mucus, protective action 
against corrosive chemicals, 
406 
—, neoplasms, 
_ yout, 631 

, Physiology and pathology, 

feflux of biliary, pancreatic, 
and duodenal secretions in, 
632 

—, polyp, '181* 

—, powdered, 
effect, 175 

—, resection, anaemia following, 


occurrence in 


anti - anaemic 


399 

—, secretion, antacid effect of 
gastric mucin, aluminium 
hydroxide, and magnesium 
trisilicate preparation, 181 

during  enterogastrone 
concentrate injection, 179 

—, —, effect of “‘ antergan ” and 
antistin ” on, 29 

—, —, — of insulin thera- 
py on, 289 

—,—,— opium alkaloids 
and demerol on, 289 

——,-—syntropan, demerol, 
and trasentin with atropine 
on, comparison of, 289 

—,—, histamine and_ insulin 
stimulated, during  entero- 
gastrone concentrate injection, 
180 

—-—jin prefrontal 
70* 

— —, pharmacological aspects, 
289 

—, tumours, experimental, 369 

—., ulcer, see Ulcer, gastric 

—, ulcerated, vascularization, 
180 

Stomatitis in infants due to B. 
mucosus capsulatus, 609 

Streptobacillus moniliformis iso- 
lated from human infection, 


lobotomy, 


relation to Emmy Kliene- 
berger’s L.1, 157 
Streptococci, agglutination in 
chronic progressive polyar- 
thritis, 530 

—content of air in _ living 


quarters, 564 

—, haemolytic, agglutination in 
serum in rheumatoid 
arthritis, 198 


‘—, —, resistant to oral penicillin, 


SUBJECT INDEX 


Streptococci, haemolytic, group 
A, acquisition of penicillin 
resistance by, 468 

agglutination in 
serum in rheumatoid arthritis, 
645 

—,—, — B, acquisition of peni- 
cillin resistance by, 468 

C, acquisition of peni- 
cillin resistance by, 468 

—,—, growth in mouth in 
health and scarlet fever, 380 

—,—, mechanism of _infection 
of, f, 157 

_ , protective enzy 
against, 
urine, 384 

—,-——, proteinase production by, 
in various clinical conditions, 
491 

—,—, quantitative 
penicillin on, 467 


mes 
demonstration in 


effect of 


33 
—, —, sulphonamide - resistant, 
problem of, 490 


—, isolated from dermatitis 
herpetiformis, specificity of, 
525 


—,lactic acid, protective en- 
zymes against, demonstration 
in urine, 384 

—,non-haemolytic, isolated 
from subacute bacterial endo- 
carditis, characteristics and 
penicillin resistance of, 380 

—,—,Lancefield group’ D, 
capsular antigens in, 602 

—of groups other than A, 
occurrence in human infection, 
43 

—, pleomorphic, growth in 
mouth in health and scarlet 
fever, 380 

Streptococcus pyogenes, resistance 
in vitro to penicillin, 16 

— viridans, quantitative effect 
of penicillin on, 467 

Streptomyces 105, 
properties of, 358 

— * 8-44", antibiotic 
mycetin” from, 471 

—, two antibiotics produced by 
a species of, 133 


“chloro- 


— bikiniensis, production of 
streptomycin by, 470 

— griseus, antibiotic  grisein 
from, 579 


Streptomycin, 18-19 

—, action in Q 
fever, 210 

—,—on bovine spermatozoa, 


244 
— activity, effect of glucose, 
peptone, and salts on, 358 
——,— of organic acids on, 


59 

—,—in ee gor of serum and 
whole blood, 18 

— adsorption by susceptible and 
resistant bacteria, 577 

— aerosol, effect on Friedlander’s 
pneumonia in rats, 578 

— and p-aminobenzoic acid, anti- 
biotic effect on Bact. coli, 
14 

— — p-aminosalicylic acid, effect 
on experimental tuberculosis, 
105 
—, antibiotic activity in pre- 
sence of BAL, 134 

— as an essential nutrilite, 359 

—, bactericidal action, 135 

—in blood, chemical deter- 
mination of, 473* 

— and chaulmoogra oil in laryn- 
geal tuberculosis, 324 

— in complicated pertussis, 659 

—, dependence of bacteria on, 
20, 244 

—, effect in guinea-pigs intra- 
venously inoculated with 


tuberculosis, 103 
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Streptomycin, effect on colour 
vision and perspective, 578 
—,— — early tuberculous pul- 

monary lesions, 442 
experimental tubercu- 


losis, comparison with ata- 
brine, 214 
— , infused, effect on the mam- 


mary gland, 578 
— in intracerebral experimental 
tuberculosis, 214 

—and intrathecal heparin in 
treatment of tuberculous men- 
ingitis, 663 

—inlungs and blood serum 
following inhalation and intra- 
muscular injection, 580 

— in milk following infusion of 
mammary gland, 578 

—, morphological and tinctorial 
changes in micro-organisms 
due to, methods for demonstra- 
tion of, 17 

—, oral, causing experimental 
macrocytic anaemia, 134 

—, —, effect on intestinal flora, 
19 

— and penicillin, mixed aerosol 
of, in treatment of pulmonary 
disease, 629 

— production by Streptomyces 
bikiniensis, 470 

—, recovery of, from urine, 244 

—, resistance of bacteria to, 18, 
244 

—,——-—, mechanism of de- 
velopment, 19 

—,— Persistence during 
Subculture in streptomycin- 
free media, 19 

—, — — Myco. tuberculosis, de- 
velopment during therapy, 212 

—-resistant tubercle bacilli, 

—, sensitivity of bacteria to, 244 

— — of Myco. tuberculosis, 213, 


549 

— and sulphadiazine in human 
brucellosis, 438 

— —sulphasuxidine in _per- 
sistent colon bacillus infections 
of urinary tract, 529 

— treatment of brucellosis, roo 

— — bubonic plague, 578 

— — chancroid, 308 

— — experimental plague, 212 

— — — tuberculosis, 550 

— — granuloma inguinale, 194 

—  — human plague, 212 

— — infantile diarrhoea, 46 

— — intestinal tuberculosis, 548 

— — leprosy, 657 

—— miliary tuberculosis, 442, 
664 

— — pulmonary 
213, 214 

— — — —, injection 
cavity, 548 

—w—recent tuberculous 
monary infiltration, 324 

—-— subacute bacterial endo- 
carditis, 277* 

— — tracheo-bronchial 
culosis, 104 

— — tracheo-bronchitis, 324 

— — tuberculosis, ror, 104, 323 

— — tuberculous laryngitis, 325 

— — — meningitis, 18, 102, 103, 
442, 662-4 

—-—-—-—,, cerebrospinal fluid 
during, 323, 549 

— — — —, morphology of blood 
and bone marrow during, in 
children, 471 

— — tularaemia, 438 

Stress, effect on adrenal cortex, 6 

Strophanthin G, see ‘‘ Ouabain ”’ 

Strychnine, effect on capacity 
for work, 246 

Subtenolin, bacteriological pro- 
perties, 473 

—, isolation and chemical pro- 
perties, 473 


tuberculosis, 
into the 


pul- 


tuber- 


697 


Subtilin, action on Treponema 
pallidum, 419 

—, antibiotic activity in pre- 
sence of BAL, 134 

Sucrose, metabolism of, 164 

Sugar cane gnawing in treatment 
of gingival disease, 179 

— metabolism, effect of adrenal 
cortex on, 569 

— —, part by kidneys in, 
393 
— tolerance, increased, as factor 
in production of a symptom 
complex simulating peptic 
ulcer, neuro-circulatory asthe- 
nia, and psychoneurosis, 392 

Sulphadiazine in brucellosis, 100 

— in cholera, 99 
—, effect of small doses on acute 
infections of respiratory tract, 
402 

— in pertussis and pneumonia 
complicating pertussis, 659 

—, sensitivity of meningococci 
to, 438 

— and streptomycin in human 
brucellosis, 438 

— -sulphathiazole mixture, use 
of, with systemic alkalizers, 


245 
** Sulphadimin ” 
azine 
Sulphaguanidine derivatives, 
antimalarial activity, 221 
— in cholera, 99, 100 
Sulphamerazine in pneumonia, 


177 

Sulphartilamide, inhibition of 
carbonic anhydrase in whole 
blood by, 583 

2 -Sulphanilamido - 5 -carbam yl- 
thiazole as intestinal chemo- 
therapeutic agent, 584 


» see Sulphadi- 


Sulphanilanilide derivatives, 
anti-bacterial activity of, 21 
Sulphasuxidine © and strepto- 


mycin in treatment of per- 
sistent colon bacillus infec- 
tions of urinary tract, 529 

— in cholera, 321 

Sulphathiazole administration 
followed by erythema nodo- 
sum, 188 

—and penicillin in 
fever, 657 

“* Sulphetrone ”’ in experimental 
tuberculosis, 549, 550 

— in tuberculosis, 104 

—, pharmacology, 549 

Sulphhydryl content of tissues, 
influence of diabetes and ad- 
ministration of thiouracil on, 


typhoid 


370 

— reduction of methylene blue, 
alterations in, in malignant 
neoplastic disease, 375 

Sulphonamides, 20-21, 137, 
245, 583-4 

—, action on survival of guinea- 
pig spermatozoa, 137 

— and azo compounds of salicylic 
acid, therapeutic effect of, 575 

— compound * Gasy™. chemo- 
therapy of cholera’ with, 
laboratory investigations and 
field trials, 245 

—— —, use in human cholera 
infection, 245 
—_, influence on development of 
Shope papilloma in rabbits, 

78 


4 

— in melioidosis, 548 

—, metabolism in pregnancy and 
puerperium, 20 

—, newer, as intestinal chemo- 
therapeutic agents, 584 

— “NU 445”, clinical evalua- 
tion, 584 

—, prevention of bacterial 
growth by, Harper and Cawson 
effect in, 137 

—in purulent meningitis, de- 
fects following use of, 314 


698 


Sulphonamides-resistant _bac- 
teria, production of aminob- 
enzoic acids by, 583 

haemolytic streptococci, 
problem of, 409 : 

— in subacute endocarditis, 165 

— therapy causing agranulo- 
cytosis, followed by  oeso- 
phageal stricture, 179 

— —, effect on myocardium, 21* 

— —,renal complications, 293, 
643 

—, thyroid hyperplasia due to, 
protective action of methio- 
nine against, 583 

— in typhoid fever, 436 

Sulphone’ derivatives, —_anti- 
bacterial activity of, 21 

— treatment of experimental 
tuberculosis, 550 

—-—, local, of 
lesions, 441 

— — of miliary tuberculosis, 664 

meningitis, 
664 

Sulphur compounds, effects on 
production of alloxan diabetes, 


tuberculous 


5 

a. inhibition with pyri- 
benzamine, 303 

Supronal”’, chemical basis of, 
21 

Surgery, operations of, effect on 
bromsulphalein-retention test, 
600 

Sweat glands, changes in neigh- 
bourhood of skin tumours, 36 

— —, tumour, myo-epithelial, 
639 

— retention syndrome, 417 

Sweating, gustatory, 533 

Swineherd’s disease, clinical ob- 
servations and experimental 
cases, 217 

Sycosis barbae, serological types 
of Staphylococcus pyogenes in, 
416 

——, treatment by penicillin, 


416 

Svdenham’'s chorea, findings in 
140 Cases, 47 

Sympathectomy, effect on blood 
flow in limbs, 567 

—, — — — pressure, 278 

— in hypertension, blood vol- 
ume changes after, 620 

Sympathetico-adrenal — system, 
influence of repeated anoxia, 
electroshock and insulin hypo- 
glycaemia on reactivity of, 573 

Sympathomimetic drugs, local 
application, response of colonic 
mucosa to, 290 

Syncardiac massage, effect in 
circulatory disturbances of 
extremities, 58 

Syncope in semi-starvation, and 
cardiovascular response to 
posture, 232 

Synergism of chemotherapeutic 
compounds, 242 

Syntropan ”, effect on gastric 
secretion, 289 

Syphilis, 80-2, 191-2, 305-7, 
418-20, 526-7. See also 
Paralysis, general 

—, antibody response in rabbits 
to killed suspensions of patho- 
genic T. pallidum, 642 

—, cardiolipin blood tests in, 307 

—, — -lecithin-cholesterol anti- 
gen in slide test for, compari- 
son with Mazzini, Kahn and 
Kolmer tests, 526 

—, congenital, early, penicillin 
treatment, 526 

—,—,in early infancy, de- 
structive changes in cranium 
in, 641 

—, —, late, penicillin treatment, 
641 

, —, diagnosis by cardiolipin anti- 

gens, 307 
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Syphilis, diagnosis, development 
of single standard slide test 
for, 306 

—,—,rapid penicillin treat- 
ment, 641 

—, experimental, effectiveness of 
penicillin in peanut oil—bees- 
wax, 191 

—,—, treatment by penicillin 
plus bismuth, 640 

—, gastric and duodenal ulcers 
due to, diagnosis and treat- 
ment, 631 

—,—, gastroscopic appearance 
of lesions in, 516 

—, immunization experiments 
with killed T. pallidum, 80 

—, late, penicillin treatment, 
failures in, 306 

—, masking or delaying effect on 
development by _ penicillin 
treatment of gonorrhoea, 81 

—, minimal infectious inoculum 
of T. pallidum, 192 

—, penicillin treatment, 81, 305 

—,——, reactions in, 640 

—, precipitation test, quanti- 
tative, for, 191 

—, primary, persistence of T. 
pallidum on clinically normal 
tonsil in, 419 

—, relapse and reinfection, dif- 
ferentiation, 527 

—., relative activity of penicillins 
F, G, K, and X and of baci- 
tracin against, in rabbits, 419 

—, secondary, gastroscopic ob- 
servations, 406 

—, serum proteins in, electro- 
phoretic study, 527 

Syphilitic aortitis, effect of 
antisyphilitic treatment on 
appearance of, 82 

Syringomyelia, inoculation into 
monkey and rabbit, 426 


Tabes, amaurotic, penicillin 
treatment, 82 

— dorsalis, dissociation of sensa- 
tion in, 315 

Tachycardia, auricular,  per- 
sistent, lanatoside C”’ in, 56 

—,—, prolonged paroxysmal, 
treatment by veratrum viride, 
616 

— due to acceleration, effect of 
acute anoxia on, 344 

—, paroxysmal, repetitive, 54 

—, ventricular, paroxysmal, 
course and treatment 617 

Talc in cosmetic industry, pneu- 
moconiosis due to, 455 

Tannic acid, inhibition of multi- 
plication of influenza virus by, 
489 

Tapeworm, fish, see Diphyllo- 
bothrium latum 

— growth, effect of sex hor- 
mones on, 333 

—, vitamin requirement of, 333 

Tartar emetic, effect on electro- 
cardiogram, 55 

Tartaric acid, iron complex of, 
effect of growth of experi- 
mental tumours, 34 

Taste, stimulus of, sweating in 
response to, 533 

Teeth, extraction, effect of peni- 
cillin on bacteriaemia follow- 
ing, 136 

Tellurium dioxide, toxicity for 
rats, 

Temperature, body,  acetyl- 
choline and, 235 

—,-—, normal, in old age, 497 

—, environmental, low, toler- 
ance of man to, and ventila- 
tion of clothing, 341 

—, rectal, effect of corn oil and 
Olive oil on, in rabbits, 461* 

“ Tenebryl”’ oil as medium for 
arteriography, 507 


Tensor fasciae latae_ reflex, 
651 

Teratoma, intracranial, 201 

Testis, absence of germinal 
epithelium in, without impair- 
ment of Sertoli or Leydig cells, 
299 

—,effect of stilboestrol and 
testosterone on, in rat, 187 

Testosterone, effect on excretion 
of glycogenic corticoids, 413 

male sex accessories 
of rats, augmentation by x- 
substances, 636 

—,— — testis of rat, 187 

— propionate in cirrhosis of 
liver, 183 

— treatment of“ pan-pituitary ” 
eunuchoidism, spermatogene- 
sis after, 300 

Tetany, normocalcaemic, 608 

—, parathyroid, spontaneous, 
anatomical and clinical pic- 
ture, 186 


Tetraethylammonium bromide, 


effects, 130 

— — in hypertension and hyper- 
tensive heart failure, 167 

— chloride, administration, re- 
peated, variations in blood 
pressure response to, 279 

— — in disseminated sclerosis, 


534 

— —, effect on blood pressure 
before and after sympathec- 
tomy for hypertension, 280 

——,—-— carotid sinus syn- 
drome, 60 

—-— in  thrombo-angiitis and 
thrombophlebitis, 506 

— —, toxicity, acute and 
chronic, in experimental ani- 
mals, 240 

—ion, absorption and renal 
excretion of, 130 

—with autonomic blockade, 
effect on blood flow in ex- 
tremities, 168 

Tetra-ethylpyrophosphate in 
myasthenia gravis, 427 

Texas City disaster, “ blast 
hypertension ”’ in victims of, 
168 

Thallium intoxication, 140* 

“Thenylene”’, antihistaminic, 
anti-anaphylactic, and anti- 
allergic activity of, 611 

— hydrochloride, pharmacologi- 
cal properties of, 130 

Theoglycinate and _ penicillin 
aerosol in severe asthma, 499 

“ Thephorin ”’, pharmacology of, 


353 

Therapeutics, 238-49, 351-62 

Thiamine, see aneurin 

Thinking, disorders of, 203 

Thiocyanate, effect on basal 
blood pressure, 279 

—,—-— discharge of radio- 
active iodine from thyroid 
gland, 295 

—, inhibition of iodide-con- 
centrating mechanism of rat 
thyroid by, 296 

Thiodiphenylamine derivative, 
antihistamine, protective 
action in experimental pul- 
monary oedema, 513 

—w—in treatment of allergic 
disorders, 392 

Thiopentone, detoxication, role 
of liver in, 128 

Thiouracil administration, in- 
fluence on sulphhydryl con- 
tent of tissues, 370 

—, basal metabolism and specific 
dynamic action, 296 

—, effect on plasma lipids, 295 

—, morphological and_ func- 
tional comparison with methyl- 
thiouracil, 637 

—, nucleic acids and cytological 
changes in thyroid after, 185 


Thiouracil, pre-surgical and 
medical management of thyro- 
toxicosis with, 185 

Thiourea and iodine, prolonged 
treatment of hyperthyroidism 
with, 185 

—, biological activity, 637 

Thirst in diabetes insipidus, 
origin of, 523 

Thoracoplasty in pulmonary 
tuberculosis, 325 

Threonine content of meats, 237* 

Throat, bacterial flora changes 
during prolonged oral ad- 
ministration of penicillin, 581 

— infections, treatment with 
bismuth v. penicillin, 179 

Thrombin, effect on erythrocyte 
sedimentation, 376 

— formation, “‘ accelerator glo- 
bulin ”’ and “ antihaemophilic 
globulin ”’ in, 284 

—, properties of, 466 

Thrombo-angiitis obliterans, 
comparative study in white 
and negro patients, 60* 

—-—, prothrombin fibrinogen 
and protein content and blood 
viscosity in, 61 

— —, treatment with tetraethyl- 
ammonium chloride, 506 

Thrombocytopenia, rutin treat- 
ment, 365 

Thrombophlebitis, treatment 
with tetraethylammonium 
chloride, 506 

Thromboplastinogen, plasma, 
activation, and evidence of an 
inhibitor, 285 

Thrombosis, arterial, in malig- 
nant hypertension causing 
aseptic necrosis of pancreas, 
481 

—, intravascular, response to 
heparin tolerance test in, 504 

— of terminal vessels, general- 
ized platelet, 313 

Thrombus, ball, of heart, 617 

—, mass, of left auricle, 617 

Thymectomy, effect on neuro- 
muscular atrophy and _ re- 
generation, 294 

Thymol turbidity test in acute 
infectious diseases, 485 

— —-— in liver disease, value 
and limitations, 261 

Thymoxyldiethylamine, 
antagonistic action of adren- 
aline on, 132 

—in treatment of phosgene 
poisoning, 138 

Thymus, operations on, in 
chronic ankylosing polyarthri- 
tis, 198 

—, radiographical anatomy as 
shown by pneumomediasti- 
num, 28 

Thyroid, accumulation of radio- 
active iodine by, and effect of 
thiocyanate on its discharge 
from, 295 

— administration, effect on 
nitrogen metabolism of normal 
and vitamin-A-deficient rat, 
459 

—as factor influencing con- 
ditional disposition to infec- 
tious diseases, 120 

— cell, position of Golgi appar- 
ratus in, 119 

—, cytological changes after 
thiouracil, 185 

—, destruction, partial, by large 
doses of radio-iodine, in the 
rat, 185 

—, disorders of, 185, 294-6 

— —, urinary excretion of radio- 
iodine in, 75 

—, effect of ergothionine on, 
74 

— enlargement due to sulphon- 


amides, protective action of 
methionine against, 583 
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Thyroid enlargement related to 

mineral content of drinking 
water, 563 

— function, relation of obesity 
to, 520 

— hormone, effect on ageing in 
female rats, 350 

——,— on tissue respiration, 


5 

— hypertrophic , power of fixa- 
tion by, 409 

—, investigation of, with radio- 

‘ active iodine, 74 

—, iodide-conc entrating mech- 
anism of, and inhibition by 
thiocyanate, in rat, 296 

—,nucleic acids in, after 
thiouracil, 185 

—, peroxidases in normal and 
activated, 295 

—, role in mobilization of nitro- 
gen from tissues in fasting, 409 

Thyroidectomy, effect on plasma 
lipids, 295 

—, influence on fat content of 
liver, 523 

—of rats on day of birth, 
skeletal changes after, 296* 

Thyrotoxicosis, periodic paralysis 
in, treatment with 6-propyl- 
thiouracil, 76 

—, pre-surgical and _ medical 
management with thiouracil 
and propylthiouracil, 185 

—,treatment with amunothia- 
zole, 294 

—,— — vitamin A, 75 

Tick repellents, field tests with, 
362 

—, toxicity of indandione for, 


247 

Tin oxide, benign pneumoconio- 
sis due to, 340 

— — dust, radiographic density 


of, 340 
Tinea capitis, treatment by 
temporary a-ray depilation, 


367 

Tissue, adipose, growth and re- 
pair in, 252 

— culture in vitro, cytopharm- 
acological investigations on, 

, fibrous, in pathological livers, 
~ quantitative estimation of, 
150 

— growth, oestrogen - induced, 
inhibition by progesterone, 
§21 

—, lymphoid, comparative sus- 
ceptibility to induction of 
lymphoid tumours by irradia- 
tion, in mice, 594 

— specificities of Rous chicken 
sarcoma virus, influence of 
mammalian environments on, 
370 

— synthesis, utilization of in- 
gested protein for, influence of 
protein and caloric intakes on, 
269 

Tobacco workers, health hazards 
of, 117 

Tongue, experimental tumours 
of, 479 

—, lesions of, in children, rela- 
tion to niacin deficiency, 
267 

—, ptosis of, as cause of res- 
piratory difficulty in infant, 
610 

Tonoscillography after exercise 
in peripheral vascular disease 
and coarctation of aorta, 169 

Tonsillectomy and poliomyelitis, 


435 
— in diphtheria bacilli carriers, 


545 

Tonsillitis, acute, myocarditis 
associated with, 54 

Tonsils as primary focus of 1n- 
fection in acute rheumatism, 
III 
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“ Totaquine "’, efficacy in treat- 
ment of quartan malaria, 328 
Toxicogenic bacterial strains, 
recognition of, in vitro, 156 
Toxicology, 21-2, 138-41, 245- 

7, 359-61, 473, 584-6 
—, industrial, 361, 473-5 
—, range-finding test, 141 
Toxins, bacterial, biochemistry 


of, 604 

Toxoid, “diphtheria, 99 

Toxoplasma, cultivation of a 
human strain in the develop- 
ing chick embryo, 383 

Toxoplasmosis, human, 12 cases 
of, 446 

Trace metals, inactivation by 
chelating agent, 13 

Tfachea, tuberculosis of, 322 

Tracheobronchitis, tuberculous, 
500 cases Of, 440 

Tractotomy, cervical pyramidal, 
sensory disorders in, 202 

Transudates, cytology of, method 
for investigating, 600 

Trasentine effect on gastric 
secretion, 289 

Trauma, anaemia _ associated 
with, 624 

Travel phobia, analytical group 
treatment of, 653 

Tremor, non-familial essential, 
316 

Treponoma pallidum, action of 
bacitracin and subtilin on, 419 

minimal infectious ino- 
culum of, 192 

pathogenic, killed  sus- 
pensions of, antibody response 
in rabbits to, 642 

——, persistence on clinically 
normal tonsils in primary 
syphilis, 419 

—-—,rate of multiplication in 
vivo, 192 

Trichomonas vaginalis, bacteria- 
free, action of analogues of 
pantothenic acid on, 467 

i's requirements 
of," 

Trichephyton infections, treat- 
ment with propionate—capry- 
late mixtures, 78 

Tricresylphosphate polyneuritis, 


247 

= Tridione ” in epilepsy, fatal 
acute pancytopenia after, 428 

— in petit mal, 202 

—, visual effects of, 22 

Trimethyl cetyl ammonium pen- 
tachlorphenate, antifungal pro- 
perties of, effect of PH and 
solubility on, 524 

Tripelennamine, see Pyri- 
benzamine ” 

Triticin, use as clearing substance 
in kidney function tests, 39 
Trombiculid mites, area control 

of, benzene hexachloride for, 


143 

“ Trypaflavine ’, uptake of, by 
yeast cells, 1 

Trypanocides, activity of, in 
vitro assay of, 445 

Trypanosoma: brucei, persistence 

of parabagal body in p-rosa- 

niline strain of, 111 

——; spontaneous variation in 
chemotherapeutic sensitivity 
of, 110 

— cruzi endotoxin, effect on 
malignant mouse tumours, 31 

— equiperdum, effect of nitrogen 
mustard on, 553 

— —, inhibition by antimonials, 
effect of cysteine on, 553 

Trypanosomes, . transmission- 
rate, relation of high tempera- 
ture in pupal stage of Glossina 
to, 667 

Tryp iasis, 221-2, 329- 


30 
—, control in Nigeria, 329 
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Trypanosomiasis, curative and 
preventive action of pro- 
pamidine in, 221 

—in mammals, seasonal and 
annual variation in incidence 
of, 110 

Tanganyika, 1922-46, 444 

—, unusual type in Sierra Leone, 
attempted control of, 330 

Trypsin, action on insulin, 53* 

Tryptophan deficiency, influence 
on Theiler’s encephalomyelitis 
of mice, 41 

Tsetse flies, see Glossina 

Tubercle bacillus, see Myco- 
bacterium tuberculosis 

— ultravirus, 43 

Tuberculin test, comparison of 
the Mantoux and patch, in W. 
African natives, 322 

Tuberculosis, 101-6, 212-15, 
322-6, 439-42, 548-51, 661-5 

—, p-aminosalicylic acid treat- 
ment, 215, 550 

—, Boeck’s sarcoid as mani- 
festation of, 325 

— in British Zone of Germany, 


‘ 

—, caseation in, alterations in 
fibrin in, 478 

—, chemotherapy of, 

—,chromo-reaction in, clinical 
tests of, 323 

—, control, B.C.G. vaccination 
in, 105, 114 

—, cutaneous, calciferol treat- 
ment, 301, 416 

—, —, vitamin D treatment, 301, 
416 

—, effect of antibiotic from 
Nocardia coeliaca on, 105 

—,—-— diphenyl ethers in, 


214 

— and erythema nodosum, rela- 
tion between, 440 
_, experimental, p-aminosalicy- 
lic acid in, 661 

—,—-, combined effect of 
streptomycin and p-amino- 
salicylic acid on, 105 

—,—, comparative effects of 
mepacrine and streptomycin 
on, 214 

drostreptomycin in, 
214 

—,—, intracerebral, 
mycin treatment, 214 

—,—,‘‘promin” treatment, 
550 

—,—, streptomycin treatment, 
103, 550 

—, —, “ sulphetrone ”’ treat- 
ment, 549, 550 

—,—, treatment at low oxygen 
tension, 440 

—, intestinal, streptomycin 
treatment, 548 

—,laryngeal, streptomycin 
treatment, 325 

—,—,— and chaulmoogra oil 
in, 324 

—, lesions of, local treatment 
with sulphones, 441 

—, livedo reticularis following 
tuberculous phlebitis as aller- 
gic manifestation of, 302 
-_, miliary, of aorta, 482 

—,—, “promizol” treatment, 215 

—, —, streptomycin treatment, 
442 

—,—,—, sulphone, and vita- 
min A in treatment, 664 

—, non-cutaneous,  calciferol 
treatment, 661 

—, possible activation by per- 
tussis, 387 

—, “promizole’’ treatment, 215 

—, pulmonary, antibacterial 
action of ergosterol in, 215 

—,—, effect of streptomycin 
treatment, 213, 442 

—,—, in lupus patients, mor- 
tality due to, 79 


strepto- 
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Tuberculosis, pulmonary, pro- 
gressive, retrogression of 
tuberculous skin manifesta- 
tions in, 665 

—,—,recent infiltration in, 
streptomycin treatment, 324 

—,—, reinfection, basal onset 
of, 322 

—,—,relation of peripheral 
venous pressures to, 439 

—,—, with streptomycin treat- 
ment, 214 

—,—, thoracoplasty in, 325 

—,—, treatment by phrenic 
crush and pneumoperitoneum, 
dissociated paralysis of dia- 
phragm following, 287 

—,—,—— rectal administra- 
tion of calcium and vitamins 
_A and D, 215 


Streptomycin _in- 
~ jection into the cavity, 548 
—,—,— with antireticular 


cytotoxic serum, 662 

—, renal, toxic effect of massive 
doses of vitamin D) in, 195 

—, —, treatment with chaulmoo- 
gra ‘and streptomycin, 105 

— and rheumatism, 86 
—,serous, in East African 
natives, 664 

—, spread in urban area, 114 

—, Streptomycin treatment, ror, 
104, 323 

— of trachea and major bronchi, 


322 

—, tracheobronchial, 500 cases 
of, 440 

—,—, Streptomycin treatment, 
104 

p-Tubocurarine chloride, vas- 
cular effects, 12 
--, pharmacology of, 352 

Tularaemia, streptomycin treat- 
ment, 438 

Tumour cells, degenerative 
changes in, induced by Serratia 
marcescens polysaccharide, 
59 

——, effect of Sporosarcina 
ureae preparation on, 31 

— — in tissue culture, effect of 
podophyllin on, 254 
—, effect of a bacterial polysac- 
charide on 33 

—, experimental, effect of Cl. 
histolyticum and its toxin, 32 

—, —, influence of iron complex 
of tartaric acid on growth of, 


34 

—, —, of tongue, 479 

—, Grawitz—Wilms, mixed, neu- 
rogenesis in, 36 

— growth, effect of colchicine 
on, 595 

—-—,-— of spleen extract on, 
31 

— in children, basal metabolism 
and, 266 

—, in vivo staining and retarda- 
tion by acridine compounds, 
in mice, 479 
—, induced, cholesterol content 
of blood of mice with, 479 

— inoculation in mice, partial 
antibody response to, 596 

—, intracranial, teratoid, 201 

—; lymphoid, 477 

—,—, comparative suscepti- 
bility of lymphoid tissues to 
induction by irradiation, 594 
—, malignant, colchicine and 
x-ray treatment, 591 

—,—, in Nigeria, 594 

—,—, metastatic, effects of 
urethane treatment, 171 

—, —, radioactive gold treat- 
ment, 144 

—, mouse, effect of stilboestrol 
on, 31 

pulmonary, induction by 
transplacental exposure to 
urethane, 33 
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Tumour tissue, dehydro- 
,genases of, studies of, by 
methylene blue method, 369 

— transplants, growth during 
development of spontaneous 
mammary tumours, 598 

—-—, mouse, homologous and 
heterologous, comparative 
antigenic composition of, 480 

Tungsten carbide industry, in- 
dustrial hygiene aspects, 454 

** Tween 80”, effect on C. diph- 
theriae, 490 

Typhoid detection, comparative 
efficiency of rectal swabs and 
faecal specimens in, 658 

—., nicotinic acid excretion in, 98 

— -paratyphoid vaccine, intra- 
dermal use, 338 

—, penicillin and sulphonamide 
treatment, 436, 657 

— somatic antigen, injection, 
intra-articular changes _ in- 
duced in rabbits by, 149 

— vaccine, imtramuscular ad- 
ministration of, altered re- 
sponse of human beings to, 
during massive salicylate 
therapy, 158 

Typhus, epidemic, “chloromyce- 
tin” treatment, 545, 579 

_,— , serological pattern in, 543 

_, exanthematic, in Ruanda- 
Urundi, agglutination of 
rickettsiae, 41 

— -like rickettsial disease in 
East Africa, 97 

—, louse-borne, Cox type vac- 
cine in prevention of, 98 

—-malaria control, combined, 
by residual spray with 5% 
DDT emulsion, 362* 

—, murine, serological pattern 
in, 543 

syndrome in, 


436 

— in Northern Nigeria, 96, 97 
—, penicillin treatment, 209 

— rickettsiae, louse - borne, 
morphology of, 41 

SS , multiplication of, effect of 
enzyme and acti- 
vators on, 

specificity Weil-Felix re- 
action in, 209 

_ vaccine, livi preparation 
from derivat! of Laigret- 
Durand’s strain of murine 
rickettsiae, 158 

— — therapy, 208 

Tyrosine, activation by sub- 
threshold amounts of adren- 
aline, 278 

Tyrothricin and benzyl benzoate 
in treatment of scabies, 78 

— ointment in treatment of skin 
diseases, 638 


Ulcer of colon, chronic, evalua- 
tion of clinical management of, 


290 

—, duodenal, recurrence under 
medical management, 405 

—, gastric and duodenal, of 
syphilitic origin, diagnosis and 
treatment of, 631 

—,—, benign statistical study, 
290° 

—,—,chronic, frequency of 
malignant changes in, 631 

—, gastro-intestinal, role of acid 
factor in production of, 516 

—, intestinal, due to arterial 
necrosis, 291 

— in mouth and pharynx, diag- 
nosis of histoplasmosis in, 447 

—, superficial, of mucosa, diag- 
nosis, 477 

Umbilical cord blood, _iso- 
agglutinins in, 586 

— —, vitamin-C content, 45 
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Underground workers, effective- 
ness of ultraviolet irradiation 
of, 455 

Uraemia, acute, treatment by 
peritoneal lavage, nitrogen and 
fluid balance in, 196 

—, calcium oxalate nephro- 
sclerosis with, 643 

—, cardiac changes in, 85 

—, effects of protein-free diet, 
infections, and blood trans- 
fusions on protein catabolism 
in, 309 

—, intestinal irrigation in treat- 
ment, 310 

-— and non-tropical sprue, 71 

—, peritoneal irrigation in treat- 
ment, 529 

—, vitamin-A content of liver 
and adrenals in, 253 

Urea clearance, effect of diet on, 
85 

— excretion, effect of urine 
volume on, 39* 

Urethane, effects in treatment of 
leukaemia and _ metastatic 
malignant tumours, 171 

—,— on carcinoma, leukaemia, 
and related diseases, 172 

—,— — normal blood picture, 
170 

—,—--transplantabie acute 
iymphoid leukaemia, 147 

—, induction of lung tumours by 
transplacental exposure to, 33 

—, whibiting effect on develop- 
ment of lymphatic leukaemia 
in rats, 147 

—, leukaemia treated by, 65 

— — —, pulmonary oedema 
~ following, in mice, 625 

Uric acid metabolism, relation to 
production of temporary dia- 
betes mellitus by pituitary 
adrenocorticotropic hormone, 
612 

— —, production and excretion, 
effect of sodium salicylate and 
glycine on, in rat, 239 

Uninary tract, bacillary infections 
of, 84 

—-—, colon bacillus infections 
of, sulphasuxidine and strepto- 
mycin treatment, 529 

Urine, acidification, nature of 
mechanism for, 126 

— acidity, factors affecting, 232 

— analysis in dehydration fever, 
48 

—, determination of lead in, 142 

—, enzymes in, protective 
against haemolytic strepto- 
cocci, lactic acid streptococci, 
and diphtheria bacilli, demon- 
stration of, 384 

—, excretion of 17-ketosteroids 
by, in oligophrenia, correla- 
tion with necropsy findings, 298 

—, human, isolation stilb- 
oestrol monoglucuronide from, 


569 

—, incompletely oxidized pro- 
ducts in, in cardiovascular 
disease and anaemia, 394 

—, neutral steroids of, 635 

—, oestrogens in, chemical esti- 
mation, 350* 

—, pregnanediol in, quanti- 
tative estimation of small 
amounts, 187 

—, recovery of caronamide from, 
470 

—, — — streptomycin from, 244 

—, sulphonamide crystals in, 
reduction by use of sulpha- 
diazine-sulphathiazole mix- 
ture with systemic alkalizers, 
245 

—, vitamin-B complex and vita- 
min-C content in newborn, 45 

-—— volume and total renal sod- 
ium excretion during water 
diuresis, 643 
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Urine volume, effect on urea 
excretion, 39* 

Urogenital system, 126-7, 
4601 

Uterus, excised and _ intact, 
effects of 1-amino-1-phthali- 
dylpropane on, 238 

—, pregnant, measurement of 
tone in, for quantitative 
demonstration of calcium ab- 
sorption from rectum, 575 


ing, pathoge nesis of, 482 

Vaccinia, diagnosis, use of 
electron microscope in, 378 

— haemagglutinin, 
cal properties of, 602 

— —, physico- -chemical proper- 
ties, 602 

Vagina, smears, effect of facial 
inunction of oestrogenic cream 
on, 76 


“—,-—,cancer cells in, evalua- 


tion of Papanicolaou’s method 
for diagnosis of, 484 

Vaginitis, gonococcal, in chil- 
dren, treated with single in- 
jection of penicillin in bees- 
wax and peanut oil, 193 

Vagotomy, gastroscopic appear- 
ance of gastric mucosa before 
and after, 406 

—., influence on response of gall- 
bladder to cholecystokinin, 
408 

—, mechanism of relief of pain 
in peptic ulcer by, 289 

— im peptic ulcer, x-ray studies 
of gastrointestinal tract follow- 
ing, 367 

Valsalvo, Antonio, pioneer in 
applied anatomy, 224 

Varicella, see Chickenpox 

Variola, see Smallpox 

Vascular disease, peripheral, 
efficacy of drugs used in, 
tested by radioactive sodium, 
169 

— —,—, tonoscillography after 
exercise in, 169 

— disorders, 506—7 

— proliferations in sympathetic 
ganglia of hypertensive 
patients, 150 

— responses to ligation of in- 
ferior vena cava, 61 

Vasodilators, efficacy tested by 
radioactive sodium, 169 

V.D.R.L. test for syphilis, com- 
parison with Mazzini, Kahn, 
and Kolmer tests, 526 

Veins, pulmonary, ‘* endophle- 
bitis obliterans wniversalis ”’ 
of, with subsequent cor 
pulmonale, 482 

Vena cava, inferior, ligation of, 
vascular responses to, 61 

— —, superior, complete occlu- 
sion of, in generalized actino- 
mycosis, 177 

Venereal diseases, 80-3, 191- 
4, 305-8, 418-20, 526-8, 640-2 

Venoms, scorpion, comparative 
toxicity of different species, 
671 

Veratrum viride in treatment of 
prolonged paroxysmal auri- 
cular tachycardia, 616 

Vertebrae, haemangioma of, 645 

—, spinous process of, method of 
obtaining bone marrow by 
puncture of, 258 

Vestibular apparatus, stimula- 
tion of, as tolerance test, 10 

Vibrio cholerae, enzyme from, 
destruction of influenza virus 
receptors by, in mouse lung, 
378 

—-—,——, prevention of in- 
fluenza virus infection by, 379 


Vibrio cholerae viability in sea 
water, 666 

Vincent’s infection, penicillin 
treatment, 70 

Virilism, endocrine disorders 
associated with, 300 

—, genesis of, investigation by 
analysis of morphology of 
pituitary, 637 

—, histological studies on 
virilizing tumour of adrenal 
cortex, 520 

Virus disease in pregnancy, effect 
on foetus, 432 

—,enzymic action on human 
red cells, 489 

— infections, 41-2, 94-5, 154, 
205-8, 262-3, 319, 378-9, 
432-4, 488-90, 541-3, 602, 
655-7 

— —, dehydrogenase activity in, 


154 

—~, multiplication, bacterial, nu- 
tritional requirements for, 
determination, 262 

—, neurotropic, passage of, 
simple technique for, 42 

—of infectious ectromelia in 
mice, elimination of, 206 

— receptors of red cells, nature 
_ of, 489, 490 

Rous chicken sarcoma, in- 

~ fluence of mammalian environ- 
ments on tissue specificities of, 
370 

— studies in malignant lymph- 
oma of the orbit, 208 

Vision, binocular, in miners, 229 

_ , effect of thiamine on, 347 

Vital capacity in asthmatics re- 
ceiving histamine and acetyl- 
f-methylcholine, 162 

— —, measurement of changes 
after inhalation of aerosolized 
allergic extracts in asthma, 


89 

Vitamin A and carotenoids in 
blood serum related to nutri- 
tional status in children, 460 

—— content of liver, effect of 
liver damage on, 9 

— — in Darier’s disease, 189 

— — deficiency, effect on nitro- 
gen metabolism of rats, 458 

— — —, influence on gross effi- 
ciency of growth of rats, 347 

— — —, material, in rats, effect 
on yield of abnormal young, 
123 

— — —, relation of diet com- 
position and vitamin C to, 570 


_——-—,-— to pityriasis rubra 


pilaris, 79 

—  —, hyperthyroidism treated 
by, 75 

—-— intake, high, effect on 
blood levels of cholesterol, 
phospholipids, carotene, and 
vitamins C, A, and E, 346 

—w— in liver oils, spectro- 
photometric determination of, 
correction for irrelevant ab- 
sorption, 459* 

— —, miliary tuberculosis treat- 
ed by, 664 

— — in milk, 347 

— —, oily and aqueous prepara- 
tions, comparative absorption, 
excretion, and storage of, 8 

——,rectal administration 
with calcium and vitamin D in 
treatment of pulmonary 
tuberculosis, 215 

— B complex deficiency, effect 
on creatinine excretion, 124 

— — — —, production of func- 
tional and fatty changes in 
liver by, 570 

——-—, depletion in growing 
rats, skeletal changes with, 346 

— — — in urine of newborn, 45 

———,, restricted, effects in 
young men, 571 
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Vitamin B, effect on mepacrine 
toxicity in rat, 246 

—-—excretion, effect of iso- 
caloric substitution of alcohol 
for dietary carbohydrate on, 
57° 

— By, see Aneurin 

— Bz activity in Addisonian 
pernicious anaemia, 282 

—-—, crystalline, anti-anaemic 
properties of, 282 

—C, adrenaline - potentiating 
effect in allergy, 271 

— —, benzene poisoning treated 
by, 474 

— — in blood and urine of new- 
born, 45 

—-—deficiency, relation of 
lesions of tongue in children 
to, 267 

——, degradation in organism 
in sick child, 46 

— -— and diet composition, re- 
lation to vitamin-A deficiency, 
570 

— — in maternal blood, 45 

—— metabolism, effect of in- 
sulin on, 347 

— —, polycythaemia 
by, in mice, 171 

— —, protective action against 
“clorarsen’’, 359 

requirements of sick child, 


induced 


4 

—-—, thrombocytopenic pur- 
pura treated by, 284 

— D, action on metabolism, 570 

— —, effect on calcium balance, 


599 
— —, metastatic calcification in 
—- produced by large doses, 


569 

—-—, rectal administration of, 
with calcium and vitamin A, 
in treatment of pulmonary 
tuberculosis, 215 

—-—treatment of cutaneous 
tuberculosis, 301, 416 

—-—- of rheumatoid arth- 
ritis, toxic manifestations 
following, 312 

— Dy, see Calciferol 

— E in angina pectoris, 166 

— —, influence on metabolism, 
459 

——,—— specific dynamic 
action of protein, 459 
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Vitamin, imbalance of, during 
treatment with folic acid, 392 

— K in acute coronary occlu- 
sions, 57 

— —, antagonism to dicoumarol, 
241 


—-—, antagonistic action of 
salicylates on, 13 
— —, essential hypertension 


treated by, 168 

— —, hyperprothrombinaemia 
induced by, 398 

—-—-, prothrombin response to 
large doses of, as liver function 
test, 377 

—-—, use in reinstatement of 
prothrombin level after ami- 
dopyrine therapy, 12 

— P, protective against ‘‘clor- 
arsen’’, 359 

— PP, antagonism to dicou- 
marol, 241 

—requirement of tapeworms, 


333 

—, water-soluble, relation to 
serum proteins, 10 

Vitiligo, pathogenesis, trans- 
plantation experiments, 189 

Vocal cords, movement of, func- 
tion of crico-arytenoid joints 
in, 231 

Vulva, mucous membrane of, 
changes in, in pernicious 
anaemia, 400 


Warts, common, transmission to 
baboon, 525 

—, genital, aetiology of, 189 

—, plantar, rational treatment, 
18 

—,—, treatment by curettage, 
302 

Water deprivation, glucose meta- 
bolism in, 572 

—~, drinking, mineral content, 
thyroid enlargement related 
to, 563 

—loss, effects in pathological 
conditions of childhood, 266 

Waugh-Rudduck test for in- 
creased blood coagulability, 
modification of, 377 

Weight gain produced by hypo- 
physial growth hormone, 
effect of dietary protein on, 
414 


Weight loss, significance in 
gastroenterology, 288* 

Weil’s disease, see Leptospirosis 

Weil-Felix reaction, specificity, 


209 

Wernicke’s encephalopathy 
simulating diabetic coma, 51 

Wheat gluten, effect when fed to 
dogs, 571 

Whooping-cough, see Pertussis 

Widal test, diagnostic value in 
the inoculated, 491 

Wolff— Parkinson'- White syn- 
drome in infancy, 275* 

Word-blindness, congenital, so- 
called, 424 

—— with colour agnosia, syn- 
drome of, 430 

Work, capacity for, effect of 
alcohol and some drugs on, 
246 

—, effect on heat exchanges of 
acclimatized men in_ hot 
environments, 234 

— performance tests in assay of 
adrenal cortex hormones, com- 
parison with liver glycogen 
deposition, 298 

Wright’s stain in diagnosis of 
malignant cells in bronchial 
aspirations, 484 


X-irradiation in angina pectoris, 
618 

—-—, antibody response in 
lymphopenia due to, 606 

—— in cancer of female geni- 
talia, intestinal injuries fol- 
lowing, 592 

—-—carotid sinus syndrome, 


477 ; 
— — causing cerebral necrosis, 
647 
temporary depilation 
for tinea capitis, 367 

— —, Chaoul’s contact therapy 
of skin cancer, mitosis rhythm 
in, 251 

—-—in chronic myelogenous 
leucosis, 172 

— —of corpus striatum in 
choreic encephalitis, 651 

— — — — in Parkinsonism, 651 

— — diphtheria carriers, 250 
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X-irradiation discontinuous, 
effect on reticulocytosis in 
mouse, 476 


— —, effects on chylomicrons in 
human blood, 476 

——,—— development of 
ovarian tumours in intra- 
splenic grafts in castrated 


mice, 253 
——, — — frog’s heart, 476 
——, — — haematopoiesis, 590 


—-—, haemorrhagic diathesis 
caused by, mortality from, 
reduced by rutin, 365 

— —, low-dosage, effect of gona- 
dotropic function of hypo- 

hysis of mature and immature 
emale rats, 592 

— —, sarcoma of skin after, 304 

— —, supervoltage, physica 
basis for high skin tolerance of, 
591 

— — of vasomotor rhinitis, 144 

——with colchicine in treat- 
ment of malignant tumours, 


I 
xX al effect on bone marrow in 
vitro, 25 : 
— —, long-wave, absorption by 
organic compounds, 25 
— —, microspectrography in in- 
tracellular determination of 
protein, 342 

— —, rare injury due to, 144 

— —, shadows in weld&®’ sider- 
osis, clearing of, 455 

——, total body exposure to, 
anticoagulant in blood of 
dogs after, 144 

Xanthomatosis of small intestine, 
36 

Xiphoid rheumatism, 197 

Xylose, absorption of, in steator- 
rhoea, 406 


Yaws, blood serum in, electro- 
phoretic analysis of, 420 

—, penicillin treatment, 326 

Yeast ccils, uptake of trypa- 
flavine by, 15 

—, effect on mepacrine toxicity 
in rat, 246 

diseases evaluation of, 
63 
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